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TkitJF^ **Jf:l-507Wi, «3-7^y?n7;^;Ht/;li 
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*-N- (CH 2 ) n -fc*K, lfn';>?>'^L<{i^ , ;v>«rB^L.r^^v^ 
) ]| > ttzit 
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^OMiCi-Sh, (I) K&^X, Ytf-C (CH 3 ) 2-C 
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ftl~5<07WI, -Fni, y7;SJ/;li-A-(CH 2 )n-R 4 (5£ 
4»> AJis -CO- -C0 2 ~> -0-, -NHCO-i^-NHCONH 

# t £ t± ©m^flii k am $ ti & % * »ft-f & o 

[0 0 181 

^OfOlfCi-St, — ^ (I) ^fc^T, Y^-C CCH3) 2-C 
H2-"eab«9, R 1 (^fnSJ/:!iy7/S-e^t), X^Ot*^ mj&*0-C* 
0, R 2^*^-?* Z**pfi[HflHfe*Rl0«:^r-t-^7i-;V36[^:"t«. R 
lOfi, Any«, -0-R 4 4^{i-NHCO-R4 (5^ R 4 «^ *»EfC 

[0 0 19] 

r^itl-507iH;HJ OJM$#)J£ LT(i> ^;v2k n- 
ynt?;i.i, ^ y/n tf;v^ N n-T^l^ ^V7*f;H, t e r t-y^-JV 
sec-Zf^ n-^>^-;v^ tert-7^H> %-**f-fr*7* 

^n^i, v^n^^/Hfe, y* y;i/g;fc «fc xfl/? n^7f-;i/g& 
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r^f nr'J- ;v*J O JM$M £ LTli, 2 - e V v^HI, 3 - fc: V v;t^, 4 
-f>jy>i, 2-e^v-;u^ 2-tfm;;v*, 2->f^K i ;^> 2-7 
U^*, 3-7^36, 2-^-;Hfe* 3 -fi-;vS, 2 - tf n-;v^£«fc 
3 - bT n - ifbti&o 

n-^n^^v*. >(V^D^yS, n-y>^'>i> 'fV^h^vi, te 
rt-T'h^vi, sec -7*f+yS> n -ly+JUlr**/^ tert-T 

i^7;v^r^7y^t + y*^ff £>*l& 0 

* ;v s}?- )vm, n -7h^v*;V*- >f V T h * v * # r - t e r 
t-7^y* /i/sK-;Hfc, fei^'s e c-7b*y* ^<0]imf 
£ »±#&flMK<z> T ;v n ^ v * ;v /u*** * ifbti&o 

[0 0 2 0] 

^r;v#;v^#WJ^ Lt(t hV7/Ptn^f^s, 2, 2, 2-H;7;i' 
[0 0 2 1] 

r "7 y fH?-t'f^ £ tLT & «[ 1 - 5 O T )V 3 * vSJ <D7>; SRIS^ 

ttl7;vn^yS<7)|:fWhtT^ b'J7;vtn^b^yi, 2, 2, 2-h 
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*tff>ti.^o YWfflLv^Ki, -C (CH 3 ) 2 -CH 2 -* , *»ffe*t*o 
[0 0 2 4] 
R2|±, t^o 

[0 0 2 5] 

X^CHOi^ Z^-B-O-QT^Sti, B(i, 1 - 5 <DT)V* 

1 ~ 5 07^KiHWf 
[0 0 2 6] 

X^CH«, Z^-(CH 2 ) r -W-e*>^>^§> riiOWt U<> W(±p 

r ;v ^ -7 v m&^WM $ ttr & &v^stm l ~ 5 <d t )^ ^ * v * £ tz i± 

-NHCO-RA (RA« % 7X^-T-^^{±^mmi~5 0T^^^**^i-) £ 
W2Lv\, RW0iU^JtU{t -OCF 3 , -NHCO 

Me, -NHCOH^lf hft&o 
[0 0 2 7] 

X^OOi^ Z^-(CH 2 ) S -W s# ? 0T?£>*K W ^p{£ 

^gmsR 10 ^^-r^7^^^^t tv> 0 
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^hni, v7/i^/:(i-A-(CH2) n -R 4 ^0f A 
t±. -CO-, -C0 2 -> -0-, -NHCO-^fcii-NHCONH-W 

o 

[0 0 2 8] 

um, *sTJ&s -OCH 2 CH 2 CK -C0 2 Me, -OMe, -OEt, - 
OCF3, -OCH 2 OMe. -OCH 2 CH 2 OH. - O C H 2 C H 2 0 C OM e , 
-NHCOMe, -NHCOCF3. -NHCOCH 2 OH, -NHCOCH 2 0 
COMe. -NHCONHEt, -NH C OH^&tf btl&o 
[0 0 2 9] 

Rl0(i, /\uy>m^ -0-R4f fcfi-NHCO-R 4 R 4 f±x tK 

Lv\> <-W*#WfcLTIi, ^ny>JR^ -OMe. -OEU 
-OCF3, -NHCOMe, -NHCOCF3. -NHCOH^lft>tl^.o 
[0 0 3 0] 

X^O^^, Zrt*-B-0-Q-?3>£fc -B-O-QWfff Lv>Wi± 

2 h*v-N-[2 -^^;V-2 - (8 f n - 3 a, 4, 5, 9b-f 
F7tKn-3H-y^n^v^ [c] *yy>-4->f^) -^nt>]-l 

4-7'n^e-N- [2-M~)V- 2 - (8--hn-2, 3, 3 a, 4, 5, 9 
b-AJpttKD-7n [ 3 , 2-c] *7'J>-4-^^) -y°u\£)V] I* 

N— [2 2 - (8--hn-2, 3, 3a, 4, 5, 9b-AHt 

Kn-7a [3, 2-c] *yy>-4->f^) - 4 - h 'J -7^* 
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N _ [2 - ( 8 _v T y-2, 3, 3a, 4, 5, 9 b-^ft Kn-7n [ 
3> 2-c] -2->f^~7'Db>] -4-h , ;7;V^ 

N _ [2 - (8-V7/-2, 3, 3a, 4, 5, 9b-^WKn-7n [ 
3> 2-c] ^/ , ;>-4-'f^) -2->f^-^D^] 

i^fftftr^ttfr^Wfti-***^** (E) (Z) flttJ 
j: iK-e- <7)rl^ ^> v/ »i**t & ^H 0 ^ * ft & <*> %> o 

[0 0 3 1] 

p£ (I) -e^^tLS^I&^b^^T 1 >7fc Kn*y V >^ti 3 o(7>7Refj^ 

m#10Wli, (4aR*. 5 S*, 10bSVm^0»l^ (3aR* 
, 4S*, 9bS*) Ot^fHv>. 
[0 0 3 2] 

(3aR*, 4S*, 9bS*) - 2 b**-N-[2 2 - (8-~ 
hn-3a, 4, 5, 9b-f>9bKn-3H->^n^^ [c] > 
_ 4 _ j ;V ) — -/n tf;i/]— 1 — T-fe^ 5 K (2Ufc« 1 <Dtt&®) 

(3aR*, 4S*, 9bS*) -4-W-N- [2 -J***- 2 - (8-~ 
hn-2, 3, 3a, 4, 5, 9b-^WKn-7n [3, 2-c] 
> _4_^ ;V ) -ynii;v] ^>X7 5 K 1 2<Dit&W 

(3aR*, 4S*, 9bS*) — N— [2 2 - (8--hn-2, 3 
, 3a, 4, 5, 9b-^WKn-7U [3, 2-c] ^^J>-4-f;V 
) _y n e^] -4-f'j7;VtD^h^y^>X7U* (#|#fe#J 6 5 tfMt-g* 

) 

(3aR*, 4S*, 9bS*) — N— [2- (8-vT/-2, 3, 3a, 4, 
5> 9b _ A ^t^Kn-7n.[3, 2-c] >-4->f -2-*^ 
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)V--fu\£)V] -4-f'J7;vtn^ f^y^>X7 5 K (HJS^J 1 1 3 <7)^ 

(3aR*, 4S*, 9bS*) — N— [2- (8-v7V-2, 3, 3a, 4, 
5, 9b-A^rttKD-7n [3, 2~c] ^/ >- 4 - ;V) -2-** 
;v-7nt';v] -4-xf*^X75 K 1 1 4 (Dit^rW 

N p - > ;vx y x if <?) 7'J-^x SftWfi. 7 

ojt^o^3ffi%^^:|&W^^$tL* t^-C*^, M£3»i: UTfiT-fe h 
2-r^7-;v> 2-:/tt/W-;K ;K Mtz-^/K f h9v:K 

D77>, ^'if;VX- t- ;V * if t OmnfflWh Whtl&o 
[0 0 3 3] 

1 ] 

[0 0 3 4] 
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[ft 3] 




[0 0 3 5] 

(5£*K 1-^T<7)|fi-^(iHfrfB^|SIi:T^l), Boclit e r t-rh^y*^'f 

~;w**£H-o ) 

(xei) *xe-e»±s: (a)> (b)*3j:y f (c) -e^sjuafl:^*. m# 

10 0 3 6] 

5£ (a) , (b) (c) "C^^tt^'ffc^tiHTSR^it^li: LT^fcti-e 

ifffcBk h V 7 ;p * n p - h )V x. y * ;v * > ^ jgg^ Bgatf X 

^nn*;i/A, 1, ^-^-^ ^v<fe*>, h^x>, 

fh7tKn77>, 7-feh-HJ/K x.?y-;K i^t 

tzi±ztib<Dm&Mm%¥&ftt KB^mit- 20-10 ow^ t < 
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OM2) ^x^i-eti, ^ (i i) -e^s-tL^'fk^^m-e^aLTJK^i-^ 
ctKiJ:^ (ill) t^^o 

[0 0 3 7] 

*L& 0 (II) -C^^tL^-ffc^^L 1 ~ 5 OSffflv^^li Lv* 

/K fc(±^n«b^?S^«^^ s «f^ tv> 0 MJSiSJgte 0 ~ 1 

(IS3) »jgTN±. ^ (in) ^/j^fr&lfc^t/^ (d) **v**±5*; ( 
S4>-e&]££-^ 7 5Ki^«$«iua^ (i) T?^s*L*>fk^ 

[0 0 3 8] 

iF$*L&Bfc"9>r Kfc5S (III) -C^^tv^'fk^iiSr^^^Tt^ti^ 

=%&t < >amt t < , it t x. i* b y xf;v7 ^ > * x v e u v > * ^a** ir <b 
*i& 0 7% (d) -e^$tL*»^9>f KtisS: (iii) TmZtiZik&WKttLx 

l~.l 0lifflv>S«tLvs tt*»±Bfc^9-f K^Ll^*~:fc«#J*ffi 

< £Rj£$*ifcwa* % v^nn^*^ ^no*M, 1, 
1, 1, 2, 2-fh7^nox3'y > h X Xf\£. V Wft 

Lv^o £OSz&j£(i 0-80 L < , BUB&W* 30^-24 ftffl tfftt t 
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[0 0 3 9] 

M&mtm^2>*&^ & (III) ^StUMfrfr**::* (<T) X^fl 
Zit&mtZ, 2-^nn-i, 3-^fH^V')^^^70\ V 

a75 >, ^nn^>, ^nn^;VA*5J:t>*l, 2-v?nu 

>4JfjWi tv> 0 0-150 TC*"»* t < > KJSWNIItt 1 - 4 

[0 0 4 0] 
[0 0 4 1] 

& o 

[0 0 4 2] 
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A R T X h ftm \Z£ *) J^T©ilO^I«t § * o 

[0 0 4 3] 

2*:, tt^fflCl ^fi J If t-l^feti: Ltli, ST-telBMSSfil 
[0 0 4 4] 

$ tt & * *i (f , #§&9§ <r> mm * *gffl & - £ ^-e § & 0 

[0 0 4 5] 

wz.\£. fj-f^n. m&m, mm, mmk mxm, mm, mm, -> 

#k r;^J> j&MU &BR*«k S£*ffl&ir* f *»r&*L*o 

[0 0 4 6] 
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im. mmm. *ub*u ^»J> z<Dmmm¥®^wm-ztiz&m.mm\zm& 

[0 0 4 7] 

, dm. urn aoau «#ww* 

t4itUttfc0. 0 1~10 0mg/kgO«|Wo 
[0 0 4 8] 

[0 0 4 9] 
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[0 0 5 1] 

rli^oif^i, BuliWi, Phli7x-^i, Bnli^Vyi^ Ac 

[SJfcfll] (3aR*. 4S*. 9bS*)-2-^^>-N-[2-^- 
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[0 0 5 3] 

(1) (3aR*, 4S*, 9bS*) -[2 -J**-*- 2 - (8--hn-3a. 
4, 5, 9b-f F7tKn-3H-y?n^>^ [c] 
\S)V~\Jj >M tert-'ff-n'X-XT-A' 

4--fn7^'J>16. 2 g , y?n^^yx>ll. 7ml££r>'(2 
2-v^-^^-3-^^rV-7 ,, nif;v) vg* tert-^^^-r ^ 

23. 6g*7-bh-h^H20mU:j|filU :7;V*ngi=m4 . 5ml 

fiB-ft^ 1 6 . 8 g t/l-M^J^T^^i-o 
[0 0 5 4] 

1H-NMR(CDC1 3 U:0.99(3H, s), 1.03(3H, s), 1.34(9H, s), 2. 31-2.23(1H, m 
), 2.54-2. 44(1H, m), 2.84-2.92(2H, m), 3.34-3.46(2H, m), 3.98(1H, d, J = 
8.6Hz), 4.70(1H, m), 4.84(1H, brs), 5.74-5. 77(1H, m), 5.94-5.98(lH, m), 
6.58C1H, d, J = 8.6Hz), 7.82-7.86(2H, m). 

(2) (3aR*. 4S*, 9 b S*) -2-^;V-2- (8-^hD-3a, 
4, 5, 9 b-r- YJK Kn-3H-v^n^y^ [c] */'J>-4-^M 

(1) X'z.fzik&®l 6. 8g^rh7tKn77>100ml ^ML> 4N 

ET@iLf:o T^xmfrL. mmt&mi 5. 2 g *^ 0 ®& 



miE# 2003-3059014 



2002-179088 ^ ^- v ! 22/ 

[0 0 5 5] 

1H-NMR(CDC1 3 )^:1.17(3H, s), 1.24(3H, s), 2.22-2.27(lH, m), 2.37-2.47( 
1H, m), 3.47UH, dd, J = 7.3, 14.2Hz), 3.52(1H, brs), 4.00(1H, d, J = 8. 
6Hz), 5.72-5.74(lH, m), 5.95-5. 97(1H, m),6.38(lH, brs), 6.90(1H, d, J = 
9.9Hz), 7.45(1H, s), 7. 77-7. 81 (2H, m), 8.01(1H, brs). 

(3) (3aR*, 4S*, 9 b S*) - 2 - * Y * v-N- [ 2 - * +»- 2 - ( 
8 -^l>u-3a, 4, 5, 9 b -T h 9 Kn - 3 H- v 9 * [c] * 

yiJ> _4_^;v) — -/n t: ;v] — 1 — T-b ^ 5 K 

(2) -ex.fcfl:#Wl 5. 2 g^i^h'JiW^ 12ml £N, N-v^ 
W;U75K5 0mlMU ^#mWD'JK4. 8ml£*D 

^y>]*W7A?n7f^77^ (*tt»tt 
I 3) TffiglU SHaft^l 2. 6 gfc&fco t/M^^T^^-t-o 
lH-NMR(CDCl 3 U:1.04(3H, s), 1.09(3H, s), 2.28(1H, dd, J=8.2, 15.5Hz), 2 
.43-2. 53 (1H, m), 2.86(1H, dd, J-5.6. 14.5Hz), 3.29(1H, d, J=2.3Hz), 3.41 
(3H, s), 3.66(1H, dd, J-8.6. 14.5Hz), 3.87(3H, s), 3.96(1H, d, J=8.6Hz), 
4.89(1H, brs), 5.77(1H, brs), 5.97-5.99(lH, m), 6.60(1H, d, J=9.6Hz), 6 
.75(1H, brs), 7. 83-7. 87 (2H, m). 
JTF. «MM U nttC 2-25 t*tft«l * W ^« 
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#^ 


Z 


^-NMRCCDCyS: 


2 




L11(3H, s), 1.17(3H, s), 2.32(1H, dd, J=8.6, 13.9Hz), 2.47- 
2.57<lH, m), 2.85-2.96(lH, m), 3.20(1H, dd, J=5.6, 14.2Hz), 
3.38(1H, s), 3.81(1H, dd, J=8.6, 14.2Hz), 3.94(lH, d, J=7.6Hz), 
4.99(1H, brs), 5.60-5.70(lH. m), 5.95-6.05(lH, m), 6.03(1H, d, 
J=8.2Hz), 7.75QIL dd J=4 9 7 6Hz^ 7 81-7 87/^H m\ ft 1 V1H 
d. J=7.9Hz), 8.33(1H. brs), 8.550H. d, J=4.6Hz). 


3 


N 


1.13(3H, s). 1.16(3H, s), 2.28-2.36(lH, m), 2.46-2.56(lH, m), 2.88- 
2.95(1H, m), 3.24(1H. dd, J=5.6, 14.2Hz), 3.38(1H, s), 3.85(IH, dd, 
J=7.6, 14.2Hz), 3.95(1H, d. J=8.3Hz), 4.89(1H, brs), 5.79(1H, brs), 
5.96(1H, brs). 6.51(1H, brs), 6.64(IH, d, J=7.3Hz), 7.38(1H, dd, 
J=5.2, 7.9Hz). 7.83-7.86(2H, m), 8.06(1H. dt. J=7.9, 2.0Hz), 
8.73(1H. dd, J=1.3. 4.6Hz). 8.93(1H. d. J=1.8Hz). 


4 




1.11(3H, s), 1.16(3H, s), 2.28-2.36(lH, m), 2.45-2.55(lH, m), 2.88- 
2.96(1H, m), 3.25(1H, dd, J=5.6, 14.2Hz), 3.37(1H, s), 3.80(1H. dd, 
J=7.6, 14.2Hz), 3.96(1H, d, J=7.6Hz), 4.81(1H, brs), 5.80(1H, brs), 
5.96(1H, brs), 6.41(1H, brs), 6.63(1H, d, J=9.2Hz), 7.55(2H, d, 
J=5.9Hz). 7.75-7.89(2H. m), 8.73(2H. d. J=5.9Hz). 


5 




1.09(3H, s), 1.14(3H, s), 2.26-2.35(lH, m), 2.44-2.55(lH, m), 2.85- 
2.94(1H, m), 3.13(1H. dd, J=5.6, 14.2Hz), 3.38(1H, d. J=2.0Hz), 
3.77(1H, dd, J=7.9, 14.2Hz). 3.96(1H, d, J=8.3Hz), 4.92 (1H, brs), 
6.77-5.79UH, m), 5.96-6.00(lH, m), 6.50(1H, dd, J=1.7, 3.6Hz), 
6.56(1H. t. J=6.9Hz), 6.63(1H, dd. J=2.3, 9.6Hz), 7.09(1H, d, 
J=3.6Hz), 7.44(1H, d, J=1.0Hz), 7.84(1H, s), 7.86(IH, dd, J=2.3, 
9.6Hz). 


6 


>6 


1.09<3H, s). 1.14(3H, s), 2.33-2.36(lH, m), 2.46-2.50(lH, m), 2.89- 
2.96(1H, m), 3.19(1H, dd, J=5.6, 14.5Hz), 3.39(1H, s), 3.77(1H. dd, 
J=7.6, 14.5Hz), 3.95(1H, d, J=7.9Hz), 4.92(lH, brs). 5.79(1H, brs), 
5.97(1H, brs), 6.24(1H, brs), 6.64(1H, d, J=9.2Hz), 7.08(1H, t. 
J=4.9Hz). 7.47-7.60(2H. m). 7.84-7.87(2H, m). 
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l H-NMR(CDCl3) 6 : 


7 


CH 2 


Ph 


1.02(6H, s), 2.22-2.36(lH, m), 2.42-2.51(lH, m), 2.76- 
2.86(lH, m), 3.01<1H, dd, J=5.6. 14.5Hz), 3.17(1H, d, 
J=2.0Hz), 3.71(lH, dd. J=8.2, 14.5Hz), 3.90(1H, d, 
J=8.2Hz), 4.50(2H, s), 4.74<1H, brs), 5.74-5.77(lH, m), 
5.95-5.98(lH, m), 6.55(1H, d, J=9.6Hz), 6.57-6.77(lH, m), 
6.85 (2H, dd, J=1.0. 8.9Hz), 7.02(lH, t, J=7.3Hz), 7.23- 
7.30(3H, m), 7.85-7.88(2H, m). 


8 


CH a 


Bn 


1,03(3H, s), 1.06(3H, s), 2.24-2.36(lH, m), 2.43- 2.52(1H, 
m), 2.84-2.88(lH, m), 2.95(1H, dd, J=5.9, 14.5Hz), 3.25(1H, 
d, J=2.0Hz). 3.64(1H, dd, J=8.3. 14.5Hz), 3.94(lH, brs), 
3.97(2H, d, J=3.3Hz), 4.56(2H, s), 4.82(1H, brs), 5.78(lH, 
brs), 5.97(1H, brs), 6.54(1H, d, J=8.6Hz), 6.81- 6.87(1H, 
m), 7.27«7.36(5H, m), 7.80-7.85(2H, m). 
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'H-NMR 5 : 


9 


Me 


(CDCI3) 6 :1.10(3H, s), 1.15(3H, s), 1 .93-1.99(2*1, m), 4.S9{6n t s), 
2.61-2 .7 1(1H, m), 3.05(1H, dd, J=5.3, 14.5Hz), 3.43(1H, d, J=2.0Hz), 
3.72-3.97(3H, m), 5.08(1H, d, J=6.9Hz), 5.47(lH, s), 6.31-6.37(1H, 
m), 6.67(1H, d, J=9.2Hz), 7.23(2H, d, J=7.9Hz), 7.61(2H, d, J=8.3Hz), 
7.92(1H, dd, J=2.6. 8.9Hz), 8,20(1H, d, J=2.6Hz). 


1 0 


F 


(CDCls)6:1.10(3H, s), 1.15(3H, s), 1.93-2.01(2H, m), 2.62-2.71(111, 
m), 3.09(1H, dd, J=5.3, 14.5Hz), 3.44(1H, d, J=2.0Hz), 3.72-3.81(lH, 
m), 3.86-3.95(lH, m), 5.09(1H, d, J=7.3Hz), 5.38(1H, s), 6.33- 
6.38(1H, m), 6.65(1H, d r J=8.9Hz), 7.07-7.14(2H, m), 7.70-7.76(2H, 
m). 7.92(lH. dd, J=2.3, 8.9Hz). 8.20(lH, d, J=2.3Hz). 


1 1 


CI 


(CDCI3) 5 :l.lO(3H. s), l.l5(3H, s), l.92-l.99(2H, m), 2.62-2.68(lH, 
m), 3.10(lH, dd, J=5.6, 14.5Hz), 3.43(lH, d, J=2.3Hz), 3.73-3.95(3H, 
m), 5.08<lH, d, J=7.3Hz), 5.34(lH, s), 6.37-6.42(lH, m), 6.64<lH, d, 
J=8.9Hz), 7.40(2H, d, J=8.6Hz), 7.67(2H, d, J=8.6Hz), 7.9l(lH, dd, 

T=9 R Q 9H 7 \ ft 1QM TT d -1=2 6Hz^ 


1 2 


Br 


(CDCl3)6:1.10(3H, a), 1.15<3H, s), 1.93-2.02(2H, m), 2.62-2.72(lH, 
m), 3.09(1H, dd, J=5.6, 14.5Hz), 3.43(1H, d, J=2.0Hz), 3.73-3.96(3H, 
m), 5.09(1H, d f J=6.9Hz), 5.31(1H, s), 6.31-6.36(1H, m), 6.65(1H, d, 
J=8.9Hz), 7.58(4H, d, J=0.9Hz), 7.92(1H, dd, J=2.6, 8.9Hz), 8.20(1H, 
d. J=2.6Hz). 


1 3 


I 


(CDCI3) 5 :1.00(3H, s), L04<;3H, s), 1.65-1.75(1H, m), 1.95-1.97(1H, 
m), 2.59-2.65(lH, m), 3.29(1H, dd, J=6*6, 13.5Hz), 3.48<1H, dd, 
J=6.3, 13.5Hz), 3.57(1H, d, J=2.0Hz), 3.63-3.83(2H, m), 6.08(1H, d, 
J=7.3Hz), 6.87(1H, s), 6.89(1H, d, J=9.2Hz), 7.63(2H, d, J=8.6Hz), 
7.83-7.88<3H. m), 7.95UH. d. J=*2.3Hz). 8.45<1H. t, J=6.3Hz). 


! 1 4 


Ph 


(CDCla)5:1.12(3H, s), 1.17(3H, s), 1.90-1.97<2H, m), 2.63-2.70(lH, 
m), 3.11(1H, dd, J=5.3, 14.5Hz), 3.47(1H, s), 3.76-4.0 1(3H, m), 5.10 
(1H, d, J=6.9Hz), 5.48(1H, s), 6.45(1H, d, J=8.9Hz), 6.69(1H, d, 
J=8.9Hz), 7.39-8.2 HllH, m>. 


1 5 


N0 2 


(CDC1 3 )6:1.13(3H, s), L18(3H, s), 1.95-2.01(2H, m), 2.67-2.71(lH, 
m), 3.25(1H, dd, J=5.6, 14.5Hz), 3.49(1H, s), 3.72-3.96(3H, in), 5.08 
(1H, d, J=6.9Hz), 5.15(1H, a), 6.60(1H, s), 6.62(1H, s), 7.18(1H, d, 
J=7.6Hz), 7.84-7.92(2H, m), 8.14(1H, d, J=2.3Hz), 8.26(2H, d, 
J=8.6Hz). 
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1 6 


CN 


(CDCla)5:H2(3H, s). 1.17(3H, s), 1.92-1.98(2H, m), 2.63-2.69(lH, 
m), 3.20(1H, dd, J=5.6, 14.5Hz), 3.46(1H, d, J=2.3Hz), 3.73-3.96(3H, 
m), 5.08(1H, d. J=6.9Hz), 5.18(1H. s), 6.54-6.57(lH, m), 6.62(1H, d, 
J=6.9Hz), 7.72(2H. d, J=8.3Hz), 7.84(2H, d, J=8.2Hz), 7.88(1H, dd, 
J=2.6, 9.2Hz), 8.16(1H, d, J=2.3Hz). 


1 7 


CF 3 


(CDCl3)5:1.12(3H, s), 1.17(3H, s), 1.93-2.02(2H, m), 2.63-2.69<lH, 
m), 3.16<1H, dd, J=5.6, 14.5Hz), 3.45(1H, d, J=2.0Hz), 3.73-3.96(3H, 
m), 5.09<1H, d, J=7.3Hz), 5.25<1H, s), 6.45-6.50(lH, m), 6.65(1H, d, 
J=6.3Hz), 7.17(1H, d, J=7.6Hz), 7.25(1H, d, J=8.3Hz), 7.69(1H, d, 
J=8.2Hz), 7.84(lH, d, J=8.2Hz), 7.92(1H, dd, J=2.6, 9.2Hz), 8.19(2H, 
d, J=2.3Hz). 


1 8 


CH 2 C1 


(DMSO-de) 5 :1.01(3H, s), 1.05(3H, s), 1,64-L72(1H, m), 1.96(2H, m), 
2.64(1H, m), 2.26-3.31(lH, m), 3.50(1H, dd, J=6.6, 14.2Hz), 3.58(1H. 
s) f 3.63-3.93(2H, m), 4.81(2H, s), 5.08(lH, d, J=9.2Hz), 6.88(1H, s), 
6.89(1H, d, J=9.2Hz), 7.51(2H f d, J=7.9Hz), 7.83-7.94(4H, m). 8.40- 
8.44(1H, m). 


1 9 


OMe 


(CDCl3)6:1.09(3H, s), 1.15(3H, s), 1.93-1.98(2H, m), 2.61-2.67(1H, 
m), 3.04<1H, dd, JM5.3, 14.5Hz), 3.43(lH, d, J=1.7Hz), 3.72-3.81(lH, 
m), 3.84(3H t s), 3.86-3.97(2H, m), 5.08(1H, d, J=6.9Hz), 5.51(1H, s), 
6.27r6.32(lH, m), 6.66(1H, d, J=8.9Hz), 7.68(2H, d, J=8.9Hz), 7.92 
(1H. dd, J=2.6, 8.9Hz), 8.20C1H, d. J=2.6Hz). 


2 0 


OEt 


(CDClg) 8 :1.09(3H, s), 1.14(3H, s), 1.42(3H, t, J=6.9Hz), 1.92- 
2.00(2H, m), 2.61-2.70(1H, m), 3.03(1H, dd, J=5.3, 14.5Hz), 3.43(1H, 
d, J=2.0Hz), 3.72-3.97(3H, m), 4.06(2H, q, J=6.9Hz), 5.08(1H, d, 
J=7.3Hz), 5.52(1H, s), 6.25-6.30(lH, m), 6.67(1H, d, J=8.9Hz), 
6.89(2H, d, J=8.6Hz), 7.67(2H, d, J=8.6Hz), 7.92(1H, dd, J=2.6, 
8.9Hz), 8.20(1H, d, J=2.3Hz). 


2 1 


S0 2 F 


(DMSO-ds) 6 :1.03(3H. s), 1.06(3H, s), 1.61-1.77(1^ m), 1.96- 
1.99(1H, m), 2.59-2.66(lH, m), 3.32-3.39<lH, m), 3.52(1H, dd, J=5.9, 
13.5Hz), 3.60(1H, s), 3.66-3.84(2H, m), 5.09(1H, d, J=7.3Hz), 
6.89(1H, s), 6.90(1H, d, J=9.2Hz), 7.87(2H, dd, J=2.6, 9.2Hz), 
7.95(1H, d, J=2.3Hz), 8.16(2H, d, J=6.5Hz), 8.25(2H, d, J=8.3Hz), 
8.78(1H, t, J=5.9Hz). 


2 2 


COaH 


(DMSO-de) 5 :1.03(3H, s), 1.06(3H, s), 1.66-1.73(1H, m), 1.96- 
1.99(1H, m), 2.63-2.66(lH, m), 3.28-3.42(lH, m), 3.51(1H, dd, J=6.3, 
13.9Hz), 3.60(1H, s), 3.63-3.81(2H, m), 5.09(1H, d, J=6.9Hz), 
6.88(1H, s), 6.90(1H, d, J=9.2Hz), 7.84-8.02(6H, m), 8.56(1H, t, 
J=6.3Hz), 13.17(1H, s). 
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#* 


Z 


*H-NMR 5 : 


2 3 




(CDCla)5: 0.83(3H, s), 0.99(3H, s), 2.43(3H, s), 2.27-2.61 
(5H, m), 3.74 (2H, t, J=6.3Hz), 3.82(1H, d, J=3.0Hz), 
4.80<1H, dd, J=8.9, 14.4Hz), 6.41(2H, s), 6.59(1H, d, 
J=8.6Hz), 6.69(1H,« s), 7.08(1H, d, J=1.6Hz), 7.20(1H > dd, 
J=2.G, 8.3Hz), 7.29C1H, d f J=8.3Hz), 7.69(2H, d, J=8.2Hz). 


2 4 




(DMSO-d 6 ) 6 : 0.99(3H, s), 1.02(3H, s), 1.64-1.79(lH, m), 
1.9M.99(1H. m), 2.56-2.62(lH, m), 3.24-3.46(2H, m), 3.58- 
3.63(1H, m), 3.75 (1H, q, J=8.3Hz), 5.02(lH, d, J=7.3Hz), 
6.25(1H, s), 6.86(1H, d, J=8.6Hz), 7.30(lH, dd, J=1.7, 
8.4Hz), 7.37(lH f s), 7.62<1H, d, J=8.3Hz), 7.84(1H, d, 
J=8.2Hz), 8.43UH, t, J=5.6Hz). 


2 5 


XX 


(CDC1 3 )6: 1.11(3H, s), 1.15(3H, s), 1.93-2.02(2H, m), 2.65- 
2.68(1H, m), 3.G6(1H, s), 3.17(1H, dd, J=5.6, 14.5Hz), 
3.40(1H, s), 3.70-3.94(2H, m), 4.91(1H, s), 6.05(1H, d f 
J=6.9Hz), 6.60-6.64(lH, m), 6.65(1H> d, J=8.3Hz), 7.49- 
7.64(2H, m), 7.72(2H, d. J= 8.3Hz). 7.84(2H, d, J=8.2Hz). 



[0 0 6 1] 

[mMW26] (3aR*, 4 S*, 9bS*) -2-xf^>-N-[2-^f ^ 
-2- (8--hn-3a, 4, 5, 9b-ff7tFn-3H-v^n^>^ 
[c] ^7'J>-4 — -7°ntf;i/]- l 5 WWkik 
[0 0 6 2] 

Ut5] 



H Me Me h 



[0 0 6 3] 

mnmi- (2) X*z.btifz (3aR*. 4S*, 9bS*) -2-^^;V-2- 
(8--fn-3a, 4, 5, 9 b -f- Y y K Kn- 3 H- i/trwo* [c] 
*J 'J )V) -7°U H°;vr^ > lOOmg, xf#yS|0. 0 4 m 1 
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£N, N-y^W^rn'3mll:^iU 4 - ^ *f-)V*)V* V > 0 . 1 
(3-y7W^^at» *;v*vM5 Kttflfett 9 0 . 0 m g SriDX-fco 

*m7A^D7^77^- :ftm^^=i : 2) 

■effim U tlSlfc^tJ 8 0. 0 m g £f#fco *£lTJ:^t« 
lH-NMR(CDCl 3 )S:1.04(3H, s), 1.09(3H, s), 1.23(3H, t, J=6.9Hz), 2.25-2.3 
3(1H, m), 2. 43-2. 53 (1H, m), 2. 82-2. 89 (1H, m), 2.98(1H, dd, J=5.5, 14.2Hz 
), 3.29(3H, s), 3.56(1H, q, J=6.9Hz), 3.66(1H, dd, J=8.3, 14.2Hz), 3.9l( 
3H, s), 3.96(1H, d, J=6.3Hz), 4.90(1H, brs), 5.78(1H, brs), 5.97(1H, brs 
), 6.60(1H, d, J=9.6Hz), 6.8l(lH, brs), 7.83-7.86(2H, m). 

mr, mm 2 6 tmm^Lxmm2 7-131 \,zm-t4k&m*m&Lt:o *. 

e>*L^fc-fr«o»tt«[**5 - 1 4 ic^i-o 

[0 0 6 4] 

K6] 



«5 






B 


Q 


'H-NMR 


2 7 


CH 2 


H 


(CDCI3) 6 :1.05(3H, s), 1.09(3H, s), 2.28<1H, dd, J=7.9, 
14.5Hz), 2.43-2.52(lH, m), 2.58(1H, t, J=5.0Hz), 2.83- 
2.92(1H, m), 3.00<1H, dd, J=5.6, 14.5Hz), 3.31(1H, d, 
J=2.3Hz), 3.67<1H, dd, J=8.3, 14.5Hz), 3.94(1H. d, J=8.3Hz). 
4.11(2H, d, J=5.0Hz), 4.87<1H, brs), 5.76-5.78(lH, m), 5,96- 
5.98(1H, m), 6.59(1H, d, J=9.6Hz), 6.84 (1H, brs), 7.81<1H, d, 
J=3.3Hz), 7.83UH, s). 


2 8 


CH(Me) 


Me 


(CDCI3) 6 :1.04(3H, s), 1.09(3H, s), 1.46(3H, d, J=6.9Hz), 
2.24-2.35(lH, m), 2.41-2.54(1H, m), 2.84-3.02(3H, m), 
3.26(1H, d, J=14.5Hz), 3.38 (3H, d, J=4.6Hz), 3.59(1H, dd, 
J=8.3, 14.9Hz), 3.74(1H, q, J=6.9Hz), 3.96(1H, d, J=7.6Hz), 
4.88 (1H, brs), 5.77(1H, brs), 5.96-5.98(lH, m), 6.61(lH, d, 
J=9.6Hz), 7.21QH. brs), 7.83-7.86 (1H, m). 
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*6 




#•*§- 


Z 


l H-NMR (CDCW 5 : 


2 9 




1.12(3H, s), 1.18(3H, s), 1.94-2.02<2H. m), 2.64-2.73(lH, m), 
3.12(1H, dd, J=5.3, 14.2Hz), 3.45(1H, d, J=2.0Hz), 3.73-3.96(3H, 
jn) t d.Uo^Xxx, u, J— t.otlz) t 0.0/v.lxl, S), o.bD^ln, a, <J— o.ifrizj, 
7.45(1H, dd, J=4.6, 6.6Hz), 7.82-7.88(lH, m), 7.93QH, dd, J=3.0, 
9.2Hz), 8.14<1H, d, J=7.6Hz), 8.20(1H, d, J=2.3Hz), 8.27-8.34 
(1H, m). 8.55(1H, d, J=5.0Hz). 


3 0 




1.12(3H, s), 1.17(3H, s), 1.93-2.02(2H, m), 2.64-2.73<lH, m), 

5.10QH, d, J=6.9Hz), 5.28(1H, s), 6.57-6.62(lH, m), 6.64(1H, d, 
J=9.2Hz), 7.39(1H, m), 7.90(1H, dd, J=2.6, 8.9Hz), 8.09(1H, d, 
J=7.9Hz), 8.18<1H, d, J=2.6Hz), 8.74(1H, brs), 8.96(lH, brs). 


3 1 




1.12(3H, s), 1.17(3H, s), 1.93-2.02(2H, m), 2.67-2.7G(lH, m), 
3.17(1H, dd, J=5.6, 14.5Hz), 3.44(1H, s), 3.76-3.96(3H, m), 
5.10(1H, d, J=6.9Hz), 5.17(1H, s), 6.51<1H, m), 6.64(1H, d, 
J=8.9Hz), 7.57(2H, d, J=5.6Hz), 7.92(1H, dd, J=2.6, 8.9Hz), 
8.20(1H, s), 8.75(2H, d, J=4.3Hz). 


3 2 




1.09(3H, s), 1.14{3H, s), 1.92-2.01(2H, m), 2.62-2.72(lH, m), 
3.04(1H, dd, J=5.6, 14.5Hz). 3.45(1H, d, J=2.0Hz), 3.73-3.95(3H, 
m), 5.10(1H, d, J=6.9Hz), 5.32(1H, s), 6.50-6.52(lH, m), 6.64(lH, 
d, J=8.9Hz), 7.10(1H, d, J=3.3Hz), 7.16-7.23(1H, m) f 7.45(1H, d, 
J=1.0Hz), 7.93(1H, dd, J=2.6, 8.9Hz), 8.2K1H, d, J=2.6Hz). 


3 3 


-6 


1.10(3H, s), 1.15(3H, s), 1.92-2.01(2H, m), 2.62-2.69(lH, m), 
3.08(1H, dd, J=5.6, 14.5Hz), 3.46(1H, d, J=2.0Hz), 3.73-3.96(3H, 
m), 5.10(1H, d, J=6.9Hz), 5.29(1H, s), 6.20(1H, m), 6.65(1H, d, 
J=8.9Hz), 7.08(1H, dd, J=3.6, 5.0Hz), 7.17(1H, d, J=7.6Hz), 7.49- 
7.15(1H, m), 7.93(1H, dd. J=2.6, 8.9Hz), 8.2K1H. d t J=2.3Hz). 



[0 0 6 6] 



miE# 2003-3059014 




#■§• 


R 4 


R 5 


n 


'H-NMR (DMSO-d^ 6 : 




Me 


H 

XX 


n 


2.60-2.66(lH, m), 2.80(3H, d, J=4.6Hz), 3.38-3.41(lH, m), 
3.52(lH, dd, J=5.9, 13.5Hz), 3.60(1H, s), 3.63-3.84<2H, m), 
5.09(1H, d, J=7.3Hz), 6.88(1H, s), 6.90(1H, d, J=8.9Hz), 
7.84-7.96(6H, m), 8.50-8.57(2H, m). 


3 5 


Pr 1 


JJ 


o 


±.\J£>\OLLf ojt l..\JO\OXlL t SJ, X.X/^Oxx, CI, ti — O.OxxZJ, l.OZ- X. / O^lxx, 

m), 1.96-1.99(1H, in), 2.63-2.66(lH, m), 3.28-3.37(lH, m), 
3.51(1H, dd, J=6.3, 13.5Hz), 3.59(1H, s), 3.63-3.84(2H, m), 
4.06-4. 16QH, m), 5.09(lH, d, J=6.9Hz), 6.88(1H, s), 6.90(1H, 
d, J=8.9Hz), 7.84-7.99(6H, m), 8.33(2H, d, J=7.6Hz), 8.51 
(1H, m). 


3 6 


Pr i 


H 


1 


0.89(6H, d, J=6.6Hz), 1.02(3H, s), 1.06(3H, s), 1.6M.77(1H, 
m), 1.80-1.98(2H, m), 2.60-2.70<lH, m), 3.09(2H, t, J=6.3Hz), 
3.28-3.39(lH, m), 3.52(1H, dd, J=6.3, 13.5Hz), 3.59(1H, s), 
3.63-3.88(2H, m), 5.09(1H, d, J=6.9Hz), 6.88(lH, s), 6.90(1H, 
d, J-8.9Hz), 7.84-7.99(6H, m), 8.50(1H t J=5 9Hz) 8 58 
(1H, t, J=5.6Hz). 


3 7 


-< 


H 


0 


0.55-0.61(2H, m), 0.64-0.74(2H, m), 1.02(3H, s), 1.05(3H, s), 
1.65-1.73(1H, m), 1.95-1.98<2H, m), 2.63-2.66(lH, m), 2.82- 
2.89(1H, m), 3.27-3.39(lH, m), 3.51(1H, dd, J=5.9, 13,9Hz). 
3.59{1H, s), 3.63-3.84<2H, m), 5.09(1H, d, J=6.9Hz), 6*88<1H, 
s), 6.90(1H, d. J=8.9Hz). 7.84-7.99(6H, m), 8.48- 8.56(2H, m). 


3 8 


X) 


H 


0 


1.02(3H, s), 1.05(3H, b), 1.27-1.39(4H, m), 1.59-1.81(7H, m), 
1.96a.98(lH, m), 2.63-2.66(lH, m), 3.28-3.39(lH, m), 
3.51(1H, dd, J=6.3, 13.9Hz), 3.59(1H, s), 3.63-3.81(3H, m), 
5.09(1H, d, J=6.9Hz), 6.88(1H, s), 6.90(111, d, J=9.2Hz), 
7.84-7.95(6H, m), 8.3H1H, d, J=7.9Hz), 8.50{1H, t, J=5.6Hz). 


3 9 


CF 3 


H 


1 


1.03(3H, s), 1.06(3H, s), 1.65-1.73(1H, m), 1.95(1H, m), 
2.63(1H. m), 3.34.3.39(1H, m), 3.52(1H, dd, J=5.9, 13.5Hz), 
3.60(1H, s), 3.66-3.80(2H, m), 4.08-4.14(2H, m), 5.09(1H, d, 
J=6.9Hz), 6.88(1H, s), 6.90(1H, d, J=8.9Hz). 7.84-7.95(6H, 
m), 8.52-8.54(lH, m). 9.22(1H, t, J=5.9Hz). 


4 0 


OMe 


H 


0 


1.02(3H, s), 1.05(3H, s), 1.65-1.76(1H, m), 1.95-1.98(1H, m), 
2.63-2.66(lH, m), 3.28-3.37(lH, m), 3.51(1H, dd, J=5.9, 
13.5Hz), 3.59(1H, s), 3.63-3.83(2H, m), 3.71(3H, s), 5.09(1H, 
d, J=7.3Hz), 6.88(1H, s), 6.90(1H, d, J=9.2Hz), 7.80-7.95(6H, 
m), 8.52(1H, t, J=6.3Hz\ 11.88(lH, s). 
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K9] 



4 1 


OMe 


H 


2 


1.02(3H, a), 1.06(3H, a), 1.65-1.73<1H, m) f 1.96 (1H, m). 
2.64(1H, m), 3.26-3.42(lH, m), 3.45(3H, s), 3.59(lH, a), 3.66- 
3.81(2H, m), 5.09(1H, d, J=6.9Hz), 6.88(1H, s), 6.90(lH. d. 
J=9.2Hz), 7.84-7.94(6H, m), 8.5K1H. m), 8.65aH. m). 


4 2 


CN 


H 


1 


1.03(3H, 8), 1.06(3H. a), 1.66-1.77(lH t m), 1.96-L99(1H, m), 
2.64-2.67(lH, m), 3.29-3.37(lH f m), 3.52(lH, dd, J=6.3, 
13.9Hz), 3.60(1H, a), 3.67-3.84(2H. m>, 4.34(2H, d, J=5.6Hz), 
5.09(1H, d, J=7.3Hz), 6.88(lH, a), 6.90(1H, d, J=8.9Hz), 
7.87(1H, dd, J=2.6, 9.2Hz), 7.94(6H, s), 8.49-8.56(lH, m), 
9.32(1H. t. J=5.6Hz). 


4 3 


Me 


Me 


0 


L02(3H, a), 1.05(3H, a), 1.61-1.77(lH, m), 1.96-1.99(1H, m), 
2.63-2.66(lH, m), 2.88(3H, a), 2.99(3H, a), 3.28-3.39(lH, m), 
3.51(1H, dd, J=6.3, 13.5Hz), 3.59(1H, a), 3.63-3.83(2H, m), 
5.09(1H, d, J=7.3Hz), 6.88(1H, a), 6.90(lH, d, J=8.9Hz), 
7.47(2H, d, J=7.9Hz). 7.84-7.95(4H, m\ 8.46.8.51QH. m). 


4 4 


-(CH^- 


0 


1.02(3H, a), 1.05(3H, a), 1.69-L98(8H, m), 2.63-2.66(lH, m), 
3.23-3.30(2H, m), 3.37-3.88(5H, m), 5.09(1H, d, J=7.3Hz), 
6.88(1H, a), 6.90<1H, d, J=9.2Hz), 7.58(2H, d, J=8.3Hz), 
7.84-7.99(4H. m\ 8.47-8.52aH. m). 



[0 0 6 8] 
1*1 0] 






B 


Q 


l H-NMR(CDCl3)5: 


4 5 


CH 2 


Me 


1.05(3H, s), 1.10(3H, s), 1.86-2.00(2H, m), 2.61-2.70 (1H, m), 
2.90(1H, dd, J=5.6. 14.6Hz), 3.37(1H. d, J=2.0Hz), 3.42(3H, 
s), 3.69-3.80(lH, m), 3.89(3H, s), 3.89-3.92(lH, m), 5.12(1H. 
d, J=7.3Hz), 5.26(1H, s). 6.60(1H. d, J=8.9Hz), 6.77(1H, brs), 
7.92QH. dd, J=2.6. 8.9Hz). 8.23(1H. d. J=2.6Hz>. 


4 6 


CH 2 


Ph 


1.02(6H, s), 1.88-1.97(2H, m), 2.53-2.59(lH. m), 2.95(1H, dd, 
J=5.3, 14.5Hz), 3.21(1H, d, J=2.0Hz), 3.71-3.94(3H, m), 
4.5K2H, s). 5.04(1H, d, J=6.9Hz), 6.09(1H, s), 6.58(1H, d, 
J=8.9Hz), 6.77(1H, brs), 6.85 (2H, d, J=7.9Hz), 7.02(1H, t, 
J=7.3Hz), 7.23- 7.29(2H, m), 7.94(lH, dd, J=2.6, 8.9Hz), 
8.24QH. d. J=2.3Hz). 
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111] 



H Me Me H K < ^< 





A 1 


n 


R 4 


'H-NMRS: 


4 7 


Et 


(CDCI3) 6 :1.10(3H, s), 1.15(3H, s), 1.23(3H, t, 
J =7.6x12), 1.9o*^.UZ(Zri, XXI), z.ojl-^. / 0^0x1, 111/ , 
3.05(1H, dd, J=5.3, 14.5Hz), 3.43(1H, d, J=2.0Hz), 
3.73-3.98(3H, m), 5.08(1H, d, J=€.9Hz), 5.48(1H, s), 
6.33-6.38(lH, m), 6.67(1H, d, J=9.2Hz), 7.25(2H, d, 
J=7.3Hz), 7.64(2H, d, J=8.3Hz), 7.92(1H, dd, J=2.3, 
8.9Hz). 8.20QH. d. J=2.7Hz). 


4 8 




J=6.9Hz), L97(lH, m), 2.66(1H, m), 2.91-3.08(1H, 
m), 3.43(1H, s). 3.75-3.99<3H, m), 6.08(1H, d, 
J=6.6Hz), 5.49(1H, s), 6.36(1H, m), 6.65-6.69(lH, 
m), 7.26(3H, d, J=3,0Hz), 7.65(2H, d, J=7.9Hz), 
7.92aH, dd, J=2.6, 8.6Hz). 8.2(K1H, s). 


4 9 




1 


OH 


(DMSO-da) 5 :1.01(3H, s), 1.04(3H, s), 1.66-1.72(1% 
194-197UH, m), 2.61-2.64(lH, m), 3.26- 
3.39(1H, m), 3.50(1H, dd, J=6.3, 13.9Hz), 3.58(1H, 
s), 3.66-3.80(2H, m), 4.45(2H, d, J=5.6Hz), 5.08(1H, 
d, J=6.9Hz), 5.29(1H, t, J=5.6Hz), 6.88(1H, s), 
6.89<1H, d, J=9.2Hz>, 7.38(2H, d, J=7.9Hz), 7.81 
(2H, d, J=7.9Hz), 7.88(1H, s), 7.94(1H, s), 8.34(lH, 
s). 


5 0 

t 




1 


OAc 


(DMSO-d^fi :1.01(3H, s), 1.05(3H, s), 1.6M.72(1H, 
m), 1.95-2.02(1H, m), 2.08(3H, s), 2.60-2.69(lH, m), 
3.26-3.34(lH, m), 3,50(1H, dd, J==6.3, 13.9Hz), 
3.58(1H, s), 3.63-3.83(2H, m), 5.08(1H, d, J=7.3Hz), 
5.12(2H, s), 6.89<2H, d, J=9.2Hz), 7.43(2H, d, 
J=7.9Hz). 7.82-7.95(4H. m). 8.40(lH, t. J=5.9Hz). 


5 1 


CO 


0 


Me 


(CDCI3) 6 :1.12(3H, s), 1.17(3H, 8), 1.93-1.99<2H, m), 
2.62(3H, s), 2.63-2.70(lH, m), 3.15(1H, dd, J=5.3, 
14.5Hz), 3.45(1H, d, J=2.0Hz), 3.73-3.95(3H, m), 
5.09(1H, d, J=6.9Hz), 5.30(1H, s), 6.49-6.54(lH, m), 
6.65(1H, d, J=9.2Hz), 7.81(2H, d, J=8>3Hz), 
7.92(1H, dd, J=2.6, 8.9Hz), 7.99(2H, d, J=8.6Hz), 
8.19(1H. d. J=2.3Hz). 



[0 0 7 0] 
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5 2 


co 2 


0 


Me 


(CDCI3) 6 :1.12(3H, s), 1.17<3H, s), 1.93-2.02(2H, m), 
2.63-2.73<lH, m), 3.13(1H, dd, J=5.3, 14.5Hz), 
3.46(lH, d, J=2.0Hz), 3.73-3.90(3H, m), 3.94(3H, s), 
5.10(lH, d, J=7.3Hz), 5.31(lH, s), 6.44-6.49(lH, m), 
6.65(111, d, J=8.9Hz), 7.78(2H, d, J=8.3Hz), 
7.92(1H, dd, J=2.6, 8.9Hz), 8.09(2H, d, J=8.3Hz), 
8.20(1H, d, J=2.3Hz\ 


5 3 


co 2 


0 


Et 


(CDCI3) 6 :1.12(3H, s), 1.17(3H, s), 1.40(3H, t, 
J=7.3Hz), 1.94-2.03(2H, m), 2.67.2.73<lH, m), 3.11 
(1H, dd, J=5.6, 14.5Hz), 3.44(1H, brs), 3.76- 
3.79(1H, m), 3.83-3.97(2H, m), 4.04(2H, q, 
J=7.3Hz), 5.11(1H, d, J=7.3Hz), 5.31(1H. s), 6.30- 
6.40(1H, m), 6.67<1H, d, J=8.9Hz), 7.77(2H, d, 
J=8.3Hz), 7.95(1H, dd, J=2.6, 8.9Hz), 8.10(2H, d, 
J=8.3Hz), 8.2 K1H, brs). 


5 4 


co 2 


2 


CI 


(CDCI3) 6 :1.12(3H, s), 1.17(3H, s), 1.94-2.02(2H, m), 
2.67-2.70(lH, m), 3.13(1H, dd, J=5.3, 14.5Hz), 
3.44(1H, brs), 3.64-3.96(5H, m), 4.59(3H, t, 
J=5.6Hz), 5.10(1H, d, J=7.3Hz), 5.29(1H, s), 6.36- 
6.43(1H, m), 6.66(lH f d, J=9.2Hz), 7.79(2H, d, 
J=8.3Hz), 7.93(1H, dd, J=2.3, 9.2Hz), 8.12(2H, d, 
J=8.3Hz), 8.2K1H, d, J=2.3Hz). 


5 5 


co 2 


2 


OMe 


(CDCI3) 6 :1.12<3H, s), 1.17(3H, s), 1.94-2.03(2H, m), 
2.67-2.70<lH, m), 3.12(1H, dd, J=5.3, 14.5Hz), 
3.42(3H, s), 3.44(1H, brs), 3.73(1H, t, J=4.6Hz), 
3.76-3,82<lH, m), 3.92(1H, q, J=7.9Hz), 4.49(2H, t, 
J=4.6Hz), 5.10(1H, d, J=7.3Hz), 5.30<1H, s), 6.30- 
6.41(1H, m), 6.66(1H, d, J=8.9Hz), 7.77<2H, d, 
J=8.6Hz), 7.94(1H, dd, J=2.6, 8.9Hz), 8.12(2H, d, 
J=8.6Hz), 8.2K1H, d, J=2.6Hz). 


5 6 


co 2 


2 


NMe 2 


(CDClg) 5 :1.12(3H, s), 1.17(3H, s), 1.94-2.03(2H, m), 
2.34(6H, s), 2.64-2.66(lH, m), 2.73(2H, t, J=*5.6Hz), 
3.12(1H, dd, J=5.6, 14.2Hz), 3.44(1H, s), 3.73- 
3.82(1H, m), 3.88-3.96(2H, m), 4.45(2H, t, J=5.6Hz), 
5.10(1H, d, J^.SHz), 5.31(1H, s), 6.37-6.39(l±i, m;, 
6.67QH, d, J=8.9Hz), 7.76(2H, d, J=8.3Hz), 
7.94(1H, dd, J=2.6, 8.9Hz), 8.10(2H, d, J=8.3Hz), 
8.22<lH, d, J=2.6Hz). 


5 7 


COS 


0 


Et 


(CBCI3) 6 :1.12(3H, s), 1.17(3H, s), 1.36(3H, t, 
J=7.6Hz), 1.94-2.02(2H, m), 2.63-2.73(lH, m), 3.09 
(1H, q, J=7.6Hz), 3.11-3.15<1H, m), 3.43(lH, brs), 
3.75-3.82(lH, m), 3.87-3.97(2H, m), 5.10(1H, d, 
J=6.9Hz), 5.29<1H, s), 6.30-6.40(lH, m), 6.66(1H, d, 
J=8.9Hz), 7.78(2H, d, J=8.6Hz), 7.74(1H, dd, J=2.6, 
8.9Hz), 8.00(2H. d. J=8.6Hz), 8.22(1H, d. J=2.6Hz). 



[0 0 7 1] 



ttilE# 2003-3059014 



^ 2002-179088 ^ v : 34/ 

1*13] 



5 8 


COS 


1 


CF 3 


(CDClg) 6 :1.12(3H, s), 1.17(3H, s), 1.94-2.02(2H, m), 
2.67-2.73(lH, m), 3.15(1H, dd, J=5.3, 14.5Hz), 
3.44(1H, d, J=2.0Hz), 3.73-3.95(5H, m), 5.10(lH f d, 
J=7.3Hz). 5.24(IH, s), 6.43-6.48(lH, m), 6,65(1H, d, 
J=9.2Hz), 7.83(2H, d, J=8.6Hz), 7.93(1H, dd, J=2.6, 
9.2Hz), 8.03(2H> d. J=8.6Hz), 8.20(1H, d. J=7.6Hz). 


5 9 


COS 


2 


OH 


(CDClg) 6 :1.12(3H, s), 1.17(3H, s), 1.91-2.02(2H, m), 
2.67-2.69(lH, m), 2.89(1H, t, J=5.6Hz), 3.12(lH, dd, 
J=5.6, 14.5Hz), 3.31(2H, t, J=5.9Hz). 3.44(1H, brs), 
3.73-3.82(lH, m), 3.85-3.96(4H, m), 5.10(1H, d, 
J=6.9Hz), 5.28(lH, s), 6.41-6.44(IH, m), 6.66(1^ d, 
J=9.2Hz), 7.79(2H, d, J=8.6Hz), 7.94(1H, dd, J=2.3, 
9.2Hz), 8.02(2H, d, J=8.6Hz). 8.2K1H, d, J=2.3Hz). 


6 0 


COS 


2 


NMe 2 


(CDCI3) 6 :1.12(3H, s), 1.17(3H, s), 1.93-2.02(2H, m), 
2.32(6H, s), 2.61(1H, t, J=6.6Hz), 2.67-2.70(lH, m), 
3.11(IH, dd, J=5.3, 14.5Hz), 3.44(1H, s), 3.73- 
3.82(1H, m), 3.87-3.96(4H, m), 5.10(1H, d, 
J=6.9Hz), 5.28(1H, s), 6.30-6.39(lH, m), 6.66(1H, d, 
J=9.2Hz), 7.77(2H, d, J=8.3Hz), 7.94(lH, dd, J=2.6, 
9.2Hz). 8.02(2H, d, J=8.3Hz), 8.22(1H, d. J=2.6Hz). 


6 1 


o 


0 


H 


(CDCI3) 6 :1.09(3H, s), 1.17(3H, s), 1.91-2.00(2H, m), 
2.60-2.70(lH, m), 2.99(1H, dd, J=5.0, 14.5Hz), 
3.39(1H, d, J=JL7Hz), 3.74-3.99(3H, m), 5.03(1H, d, 
J=7.3Hz), 5.34(1H, s), 6.48(1H, dd, J=5.0, 8.3Hz), 
6.56-6.62(3H, m), 7.42(2H, d p J=8.6Hz), 7.72(1H, dd, 
J=2.6, 8.9Hz). 7.92(1H, brs). 8.06(1H. d. J=2.3Hz). 


6 2 


o 


0 


Pr 1 


(CBCI3) 6 :1.09{3H, s), 1.14(3H, s), 1.34(6H, d, 
J=6.3Hz), 1.97(2H, dd, J=7.6, 16.5Hz), 2.64- 
2.67(1H, m), 3.02(1H, dd, J=5.3, 14.5Hz), 3.42(lH, 
s), 3.72-3.98(3H. m), 4.55-4.64(lH, m), 5.08(1H, d, 
J=6.6Hz), 5.52(1H, s), 6.26(1H, m), 6.67(1H, d, 
J=9.2Hz), 6.88(2H, d, J=9.2Hz), 7.66(2H, d, 
J=8.9Hz), 7.93(1H, dd, J=2.6, 8.9Hz), 8.20(1H, d, 
J=2.3Hz). 


6 3 


0 


2 


Me 


(CDClj) 6 :1.03(3H, t, J=7.3Hz), 1.09(3H, s), 
1.14(3H, s), 1.75-1.85(2H, m), 1.92-2.01(2H, m), 
2.64-2.67(lH, m), 3.02(1H, dd, J=5.0, 14.5Hz), 
3.42(1H, s), 3.72-3.98(5H, m), 6,08(lH, d, J=7.3Hz), 
5.52(1H, s), 6.27<1H, m), 6.67(1H, d, J=8.9Hz), 6.90 
(2H, d, J=8.9Hz), 7.67(2H, d, J=8.9IJz), 7.93(1H, dd, 
J=2.6, 8.9Hz). 8.20(1H. d, J=2.3Hz). 


6 4 


o 


2 


Et 


(CDClg) 5 :0.97(3H, t, J=7.3Hz), 1.09(3H, s), 
1.14(3H, s), 1.4M.52(2H, m), 1.72-1.79(2H, m), 
1.92-2.01(2H, m). 2.64-2.67(lH, m), 3.03(1H, dd, 
J=5.3 f 14.9Hz), 3.42(1H, s), 3.73-3.98(5H, m), 
5.08(1H, d, J=6.9Hz), 5.53(1H, s), 6.29(1H, brs); 
6.67(1H, d, J=8.9Hz), 6.90(2H, d, J=8.9Hz), 7.67 
(2H, d, J=8.9Hz), 7.92(1H, dd, J=2.3, 8.9Hz), 
8.19(1H, d. J=2.3Hz). 



[0 0 7 2] 



tfcSlE#2 003-3059014 



2002-179088 ^ v : 35/ 

»1 4] 



6 5 


0 


0 


CF 3 


(CDCl^S :1.11(3H, s), 1.16(3H, s), 1.93*2.01(2H, m), 
2.62-2.68<lH, m) f 3.11(1H, dd, J=5.3, 14.5Hz), 
3.44(1H, d, J=2.0Hz), 3.73-3.81(lH, m), 3.86- 
3.95(2H, m), 5.09(1H, d, J=6,9Hz), 5.32(IH, s), 
6.36-6.4K1H, m), 6.65(1H, d, J=8.9Hz), 7.27(2H, d f 
J=8.3Hz), 7.78(2H, d, J=8.6Hz), 7.92(1H, dd, J=2.6, 
8.9Hz). 8.20(1H. d. J=2.6Hz). 


6 6 


O 


1 


OMe 


(CDCI3) 6 :1.09(3H, s), 1.14(3H, s), 1.92-1.99(2H, m), 
2.64-2.69(lH, m). 3.03(1H, dd, J=5.G, 14.5Hz), 
3.42(lH, d, J=2.0Hz), 3.46(3H, s), 3.72-3.98(3H, m), 
5.08(lH, d, J=6.9Hz), 5.20(2H, s), 5.48(lH, s), 
6.28(1H, m), 6.66(lH, d, J=8.9Hz), 7.05<2H, d, 
J=8.9Hz), 7.68(2H, d, J=8.9Hz), 7.92(1H, dd, J=2.3, 
8.9Hz), 8.20(1H, d, J=2.3Hz). 


6 7 


0 


2 


CI 


(CDClg) 6 :1.I0(3H, s), 1.15(3H, s), 1.92-1.99(2% m), 
2.65-2.67(lH, m) f 3.06(1H, dd, J=5.3, 14.5Hz), 
3.43(1H, s), 3.73-3.96(5H, m), 4.24-4.32(2H, m), 
5.08(1H, d, J=€.9Hz) t 5.48<1H, s), 6.31-6.36(lH, m), 
6.66(1H, d, J=8.9Hz), 6.93(1H, d, J=8.9Hz), 7.70 
(2H, d, J=8.9Hz), 7.92(1H, dd, J=2.6, 9.2Hz), 
8.19(1H, d, J=2.3Hz). J 


6 8 


O 


2 


OMe 


(CDCI3) 6 :1.09(3H, s), 1.14(3H, s), 1.92-L99(2H, m), 
2.64-2.67(lH, m), 3.02(1H, dd, J=5.3, 14.5Hz), 
3.43(1H, s), 3>45(3H, s), 3.74-3.98(5H, m), 4.13- 
4.16(2H, m), 5.09(1H, d, J=6.9Hz), 5.50(1H, s), 
6.23-6.25(lH, m), 6.67(lH, d, J=8.9Hz), 6.94<2H, d, 
J=8.6Hz), 7.67(2H, d, J=8.9Hz), 7.93(1H, dd, J=2.6, 
9.2Hz), 8.20(1H, d, J=2.6Hz). 


6 9 


O 


2 


OAc 


(CDCla) 5 :1,10(3H, s), 1.15(3H, s), 1.97(2H, dd, 
J=7 3 16 8Hz) 2.10G3H, s), 2.65-2.67(lH, m), 
3.04{1H, dd, J^5.3, 14.9Hz), 3.42(1H, s), 3.46(3H, s), 
3.73-3.96(3H, m), 4.18-4.21(2H, m), 4.41- 4.44(2H, 
m), 6.08(1H, d ( J=6.9Hz), 5.48<1H, s), 6.27(IH, m), 
6.66(1H, d, J=8.9Hz), 6.93(2H, d, J=8.6Hz), 
7.69(2H, d, J=8.9Hz), 7.93(1H, dd, J=2.3, 8.9Hz), 
8.20(1H, d, J=2.3Hz). 


7 0 


0 


2 




(DMSO-dg) 6 :1.01(3H, s), 1.04(3H, s), 1.65-1.99(6H, 
m), 2.63(1H, m), 3.09-3.3O(2H, m), 3.36-3.99(12H, 
m), 4.42(1H, m). 5.08(1H, d t J=7.3Hz), 6.93(2H, d, 
J=9.2Hz), 7.06(1H, d, J=8.9Hz), 7.84-7.94<3H, m), 
8.32UH, d, J=2.3Hz). 


7 1 


OCO 


0 


Me 


<DMSO-d fl ) 5 :1.01(3H, s), 1.05(3H, s), 1.6M.73(1H, 
m) f 1.95-1.98QH, m), 2.28(3H, 3), 2.62-2.66(lH, m), 
3.26-3.33(lH, m), 3.50(lH, dd, J=6.3, 13.9Hz), 
3.58(1H, e), 3.63-3.83(2H, m), 5.08(lH, d, J=7.3Hz), 
6.89(2H, d, J=9.2Hz), 7.21(2H, d, J=8.6Hz), 7.84- 
7.95(4BL m), 8.42(lH, t, J=6.3Hz). 



[0 0 7 3] 



ffilE# 2003-3059014 



#M 20 0 2-179088 



^-v: 36/ 



K15] 



7 2 


S 


0 


Me 


(CDClg) 5 :1.10(3H, s), 1.15(3H, s), 1.92-2.01(2H. m), 
2.49(3H, s), 2.61-2.71(1H, m), 3.05(1H, dd, J=5.3, 
14.5Hz), 3.42(1H, d, J=2.0Hz), 3.72-3.97(3H, m), 
5.08(1H, d, J=7.9Hz), 5.44(1H, s), 6.30-6.35(lH, m), 
6.66(1H, d, J=8.9Hz), 7.24(2H, d, J=8.6Hz), 
7.63(2H, d, J=8.6Hz), 7.92(1H, dd, J=2.6, 8.9Hz), 
8.20(1H, d. J=2.3Hz). 


7 3 


NH 


0 


H 


(DMSO-d 6 ) 5 :0.99(3H, s), 1.01(3H, s), 1.63-1.78(1H, 
m), L90-2.00(1H, m), 2.61-2.67(1H, m) f 3.21(IH. dd, 
J=6.3, 13.5Hz), 3.38-3.50(3H, m) f 3.54(1H, s), 3.70- 
3.82(2H, m), 5.07(1H, d, J=6.9Hz), 5.56(2H, brs), 
6.53(2H, d, J=8.6Hz), 6.88(2H, d, J=8.6Hz), 
7.58(2H, d, J=8.3Hz), 7.86(1H, dd, J=2.3, 9.2Hz), 
7.94(1H, s). 


7 4 


NH 


0 


Me 


(CDCla) 6 :1.07(3H, s), 1.13(3H, s), 1.84-2.00(2H, m), 
2.59-2.69(lH, m), 2.85(3H, s), 3,00<1H, dd, J=5.3, 
14.9Hz), 3.42(1H, d, J=1.6Hz), 3.65-3.97(3H, m), 
4.16<1H, brs), 5.07{1H, d, J=6.9Hz), 5.67(1H, s), 
6.24-6.29(lH, m), 6.54(2H, d, J=8.6Hz), 6.66(1H, d, 
J=8.9Hz), 7.58(2H. d, J=8.6Hz), 7.91<lH, dd, J=2.6. 
9.2Hz). 8.18(1H, d, J=2.3Hz). 


7 5 


NMe 


0 


Me 


(DMSO-de) 6 :0.97(3H, s), 1.01(3H, s), 1.64-1.71(1H, 
m), 1.94-2.00(1H, m), 2.56-2.66(lH, m), 3.17(3H, s), 
3.20-3.27(lH, m), 3.21(3H, s), 3.44-3.47(lH, m), 
3.53-3.58(lH, m), 3.61-3.68(1H, m), 3.72-3.81(lH, 
m), 5.06<1H, d, J=13.5Hz), 6.87(lH, d, J=13.5Hz), 
7.17(2H, d, J==7.3Hz), 7.24(2H, d, J=7.3Hz), 7.65- 
7.77(2H, m), 7.86<lH, d, J=9.2Hz), 7.94(1H, s), 
8.12(1H, brs). 


7 6 


NHCO 


0 


Me 


(DMSO-dg) 6 :1.01(3H, s), 1.04(3H, s), 1.68(1H, q, 
J=10.6Hz), 1.82-2.00(1H, m), 2.06(3H, s), 2.60- 
2.70(1H, m), 3.27(1H, dd, J=6.6, 13.5Hz), 3.49(1H, 
dd, J=6.6, 13.5Hz), 3.57(1H, s), 3.66(1H, t, 
J-6.6Hz), 3.69(1H, q, J=7.9Hz), 5.08(1H, d, 
J=16.2Hz), 6.89(2H, d, J^8.9Hz), 7.63(2H, d, 
J=8.6Hz), 7.80(2H, d, J=8.6Hz), 7.86(2H, dd, J=2.6, 
8.9Hz), 7.95(1H, d, J=2.6Hz), 8.26(1H, t, J=6.3Hz), 
10.15(1H, s). 


7 7 


NHCO 


0 


Bu* 


(CDCI3) 6 :1.09(3H, s), 1.15(3H, s), 1.75(9H, s), 1.91- 
2.01(1H, m),.2.61-2.7«lH, m), 3.07(1H, dd, J=5.6, 
14.6Hz), 3.44<1H, s), 3.72-3.80(lH, m), 3.84- 
3.95(2H, m), 5.07(1H, d, J=6.9Hz), 5.47<1H, s), 
6.94-6.54(lH, m), 6.64(2H, d, J=8.9Hz), 7.53(1H, s), 
7.58(2H, d, J=8.9Hz), 7.68(2H, d, J=8.9Hz), 
7.89(1H, dd. J=2.6, 8.9Hz), 8.17(1H, d. J=2.6Hz). 



[0 0 7 4] 



ffifE# 2003-3059014 



#M 2002-179088 



^-v: 37/ 



[*1 6] 



7 8 


NHCO 


0 


CF 3 


(DMSO-de)5 :1.01(3H f s), 1.04(3H, s), 1.65-1.76<1H, 
m), 1.90-2.01(1H, m), 2.61-2.70(1H, m), 3.22(1H, dd, 
J=6.6, 14.3Hz), 3.56-3.77(4H, m), 4.96(1H, d, 
J==7.3Hz), 6.68(1H, d, J=8.9Hz), 7.65<1H, d f 
J=8.9Hz), 7.74(1H, dd, J=2.6, 9.2Hz), 7.79(2H, d. 
J=8.9Hz), 7.88-7.94(2H, m). 10.30(1H, s). 


7 9 


NHCO 


1 


OH 


(DMSO-de) 5 :1.01(3H, s), 1.04(3H, s), 1.65-1.75(1H. 
m), 1.95-2.03(1H, m), 2.60-2.67(lH, m), 3.28(1H, dd, 
J=5.9, 13.2Hz), 3.49(1H, dd, J=5.9, 13.2Hz), 
3.58(1H, s), 3.63-3.68<lH, m), 3.75-3.83(lH, m), 
4.00(2H, d, J=5.9Hz), 5.08(lH, d, J=6.9Hz), 5.69 
(1H, t, J=5.9Hz), 6.89(1H, d, J=9.6Hz), 7.76- 
7.79(4H, m), 7.86<1H, dd, J=2.6. 9.2Hz), 7.94(1H, 
brs), 8.27(1H, t, J=6.9Hz). 9.87(1H, s). 


8 0 


NHCO 


1 


OMe 


(DMSO-dg) 5 :1.04(3H, s), 1.06<3H, s), 1.62-1.72<1H, 
m), 1.90-2.00(1H, m), 2.12(1H, s), 2,56-2.65(lH, m), 
3.30-3.80(5H, m), 4.67(2H, s), 5.08(lH, d, J=6.9Hz), 
6.89(2H, d, J=9.2Hz), 7.64<2H, d, J=8.9Hz), 
7.83(2H, d, J=7.9Hz), 7.81-7.88(1H, m), 7.91(1H, s), 
8.30(1H, brs), 10.3H1H, s). 


8 1 


NHCO 


1 


OAc 


(DMSO-d«) 6 :i:02(3H, s), 1.05(3H, s), 1.65-1.76(1H, 
m), 1.95-2.05(1H, m), 2.63-2.69(lH, m), 3.29(1H, dd, 
J=6.3, 13.9Hz), 3.34(3H, s), 3.50(1H, dd, J=6.3, 
13.9Hz), 3.59(1H, s), 3.63-3.69(lH, m), 3.75-3.84 
(1H, m), 5.09(lH, d, J=7.3Hz), 6.71-6.73(1H, m), 
7.38(1H, m), 7.78-7.93<4H, m), 7.95-7.97(2H, m), 
8.3K1H, t, J=5.9Hz), 10.38(1H. s). 


8 2 


NHCO 


0 




(DMSO-de) 6 :1.03(3H, s), 1.05<3H, s), 1.65-1.75(1H, 
m), 1.90-2.00(1H, m), 2.60-2.70(lH, m), 3.30-3.40 
<1H, m), 3.51(1H, dd, J=7.3, 13.5Hz), 3.60(2H, s), 
3.63-3.69(lH, m), 3.76-3.83<lH, m), 5.09(1H, d, 
J=6.9Hz), 6.89(2H, d, J=9.2Hz), 7.37(2H, d, 
J=8.9Hz), 7.40(2H, d, J=8.9Hz), 7.95(1H, d, 
J=2.6Hz), 8.04(2H, d, J=5.6Hz), 8.07(2H, d, 
J=5.6Hz). 7.9K1H, 6), 8.3K1H, brs). 10.46(2H, s). 


8 3 


NHCO 


0 




(DMSO-de) 6 :1.01(3H, s), 1.04(3H, s), 1.64-1.72(1H, 
m), 1.90-2.00(1H, m), 2.60-2.70(IH, m), 3.25-3.30 
(1H, m), 3.49(1H, dd, J=6.3, 13.5Hz), 3.58(1H, s), 
3.60-3.70(1H, m), 3.74-3.84(lH, m), 5.08(lH, d, 
J=7.3Hz), 6.87(1H, s), 6.89(2H, d, J=8.9Hz), 7.69- 
7.88(8H, m), 7.95(1H. d. J=2.3Hz), 9.97(1H. s). 


8 4 


NHCOO 


0 




(CDClg) 6 :1.09<3H, s), 1.15(3H, s), 1.51(9H, s), 
1.97(1H, dd, J=7.6, 16.8Hz), 2.61-2.71(1H, m), 3.04 
(1H, dd, J=5.3, 14.5Hz), 3.43(1H, s), 3.73-3.80(lH, 
m), 3,86-3.96(2H, m), 5.08<1H, d, J=7.3Hz), 
5.48<1H, s), 6.30.6.36(1H, m), 6.67(2H, d, J=8.9Hz), 
7.41(2H, d, J=8.9Hz), 7.92(1H, dd, J=2.6, 8.9Hz), 
8.20(1H, d, J=2.6Hz). 



[0 0 7 5] 



2003-3059014 



#M 2002-179088 



^- v : 38/ 



Kl 7] 



8 5 


NHCONH 


0 


Et 


(DMSO-d^ 6 :1.01(3H, e), 1.03(3H. s), 1.05(3H, t, 
J=6.6Hz), 1.69(1H, q, J=9.6Hz), 1.94-2.00(1H, m), 
2.60-2.70(lH, m), 3.11(2H, dt f J=12.9, 6.6Hz), 
3.26(1H, dd, J=6.3, 13.5Hz), 3.49(1H, dd, J=6.3, 
13.5Hz), 3.63-3.69<lH, m), 3.79(1H, t, J~6.6Hz), 
5.08(1H, d, J=7.3Hz), 6,19(1H, t, J=6.6Hz), €.88 
(2H, d, J=9.6Hz), 7.44(2H, d, J=8.6Hz), 7.74(2H, d, 
J=8.6Hz), 7.86(1H, dd, J=2.6. 9.6Hz), 7.95(lH, d p 
J=2.6Hz), 8.18(1H, d, J=6.3Hz), 8.69QH, s). 


8 6 


NHCSNH 


0 


Me 


(DMSO-d^ 5 :0.89(3H, s), 0.99(3H, s), 1.64-1.75(1H, 
m), 1.94-1.97(lH, in), 2.09(3H, s), 2.60-2.66(lH, m), 
3.21(1H, dd, J=6.3, 13.5Hz), 3.35-3.51(2H, m), 
3.54(1H, s), 3.62-3.67(lH, m), 3.78(1H, q, J=7.9Hz), 
5.07(1H, d, J=7.9Hz), 5.61(1H, brs), 6.53(1H, d, 
J=8.3Hz), 6.87(2H, d, J=8.9Hz), 7.58(1H, d, 
J=8.3Hz), 7.85(1H, dd, J=2.6, 9.2Hz), 7.94(1H, d, 
J=2.6Hz). 
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3U o 






Z 


l H-NMR 6 : 


8 7 




(CDCI3) 6 :1.10(3H, s), 1.16(3H, s), 1.92-2.01(2H, m), 2.63- 
2.73(1H, m), 3.04(1H, dd, J=5.6, 14.9Hz), 3.44-3.52(lH, m), 3.73- 
3.96(3H, m), 5.11(1H, d, J=6.9Hz), 5.23(1H. s), 6.45(1H, d, 
J=3.6Hz), 6.48-6.53(lH, m), 6.63(1H, d. J=9.2Hz), 7.05(1H, d, 
J=3.3Hz), 7.93UH, dd. J=2.6, 8.9Hz), 8.22(1H, d. J=2.3Hz). 


8 8 


-a 


(CDCI3) 6 :1.08(3H, s), 1.13(3H, s), 1.91-2.01(2H, m), 2.63- 
2.71(1H, m), 3.01(1H, dd, J=7.3, 14.9Hz), 3.44-3.52(lH, m), 3.76- 
3.93(3H, m), 5.10(1H, d, J=6.9Hz), 5.35(1H, s), 5.97(1H, m), 
6.57(1H, d, J=0.9Hz), 6.64(1H, d, J=8.9Hz), 7.44(1H, s), 7.91- 
7.94(2H, m), 8.2H1H, d, J=2.6Hz). 


8 9 


N Me 


(DMSO-de) 6 :1.02(3H, s), 1.05(3H, s), 1.61-1.72(1H, m), 1.95- 
1.99(1H, m), 2.64<1H, m), 3.32(1H, dd, J=6.6, 17.8Hz), 3.34(3H, 
s), 3.50(1H, dd, J=6.3, 13.9Hz), 3.59(lH, s), 3.66-3.88(2H, m), 
5.09(1H, d, J=7.3Hz), 6.88(1H, s), 6.89(1H, d, J=8.9Hz), 7.34(1H, 
d, J=8.3Hz), 7.86(1H, dd, J=2.6, 9.2Hz), 7.95(1H, d, J=2.3Hz), 
8.08(1H, dd, J=2.0, 7;9Hz), 8.48(1H, t, J=6.3Hz), 8.87(1H, d, 
J=1.7Hz). 


9 0 


XX 


(DMSO-de) 6 :1.02(3H, s), 1.05(3H, s), 1.61-L76(1H, m), 1.96- 
1.99(1H, m), 2.62-2.65(lH, m), 3.29-3.40(lH. m), 3.50(1H, dd, 
J=6.3, 13.9Hz), 3.61(1H, d, J=2.0Hz), 3.63-3.81(2H, m), 5.09(1H, 
d, J=7.3Hz), 6.88(1H, s), 6.89(1H, d, J=9.2Hz), 7.64(1H, d, 
J=8.3Hz), 7.86(2H, dd, J=2.6, 8.9Hz), 7.95(1H, d, J=2.3Hz), 
8.24(1H, dd, J=2.3, 8.3Hz), 8.63(1H, t, J=6.3Hz), 8.83(1H, d, 
J=2.6Hz). 


9 1 


XX 


(DMSO-de) 6 :0.98(3H, s), 1.01(3H, s), 1.63-1.71(1H, m), 1.93- 

I. 96(1H, m), 2.60-2.62(lH, m), 3.24(1H, dd, J=6.6, 13.9Hz), 
3.44(1H, dd, J=5.9, 13.5Hz) f 3.55(1H, s), 3.63-3.68(lH, m), 
3.78(1H, dd, J=7.6, 15.8Hz), 5.08(1H, d, J=7.3Hz), 6.34(1H, d, 
J=9.6Hz), 6.85(1H, s), 6.88(1H, d, J=9.2Hz), 7.85-7.88(lH, m), 
7.95(1H, d, J=2.3Hz), 8.02(1H, d, J=2.3Hz), 8.10-8.12(1H, m), 

II. 97(1H. s). 
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9 2 




(DMSO-dg) o :0.99(3H, s), 1.02(311, s), 1.64- 1.7 1(1 ri, m), 1.94(lri, 
m), 2.60(1H, m), 3.23-2.28(lH, m), 3.46(1H, dd, J=6.3, 13.9Hz), 
3.56(1H, s), 3.66-3.80(2H, m), 5.08(lH, d, J=7.3Hz), 6.85<1H, s) t 
6.88(1H, d, J=9.2Hz), 7.30(1H, d, J=8.9Hz), 7.79(1H, dd, J=2.0, 
8.9Hz), 7.86(1H, dd, J=2.6, 9.2Hz), 7.95(1H, .d, J=2.3Hz), 
8.17(1H, s), 8.35QH. m). 13.75(1H, brs). 


9 3 


Yl 

Me 


(DMSO-de) 6 :L02(3H, s), 1.04(3H, s), 1.61-1.76(1H, m), 1.85- 
1.99(1H, m), 2.59(3H, s), 2.66<1H, m), 3.30-3.40(lH, m), 3.51- 
3.83(4H, m), 5.08(1H, d, J=7.3Hz), 6.87(1H, s), 6.89(1H, d, 
J=9.2Hz), 7.87(lH, dd, J=2.6, 9.2Hz), 7.95(1H, d, J=2.3Hz), 
8.62(1H, s), 8.75UH, t, J=6.6Hz), 9.05UH. s). 



[0 0 7 8] 

\m 0] 



Si i 



0 2 N 








^-NMRfCDClg) 8 : ! 


9 4 j 


Me 


0.92<3H, s), 0.95(3H, s), 1.83-1.92(2H, m), 2.30(3H, s), 2.52(1H, m), 
2.74(lH, dd, J=4.6, 14.5Hz), 3.08(lH, d, J=2.0Hz), 3.46(1H, d, 
J=15.5Hz), 3.63<1H, d, J^15.5Hz), 3.66-3.92(3H, m), 4.97(1H, d, 
J=7.3Hz), 5.11(1H, s), 5.60(1H, m), 6.65(1H, d, J=9.2Hz), 7.03(4H, s), 
7.92QH. dd. J=2.6, 8.9Hz). 8.22(1H, d, J=2.3Hz). 


9 5 


Br 


0.97(6H, s), 1.84-1.93(2H, m), 2.49-2.59(lH, m), 2.77(1H, dd, J=5.0, 
14.5Hz), 3.07(1H, d, J=2.0Hz), 3.44(1H, d, J=15.2Hz), 3.51(1H, d, 
J=15.2Hz), 3.68-3.92<3H, m), 4.98(1H, d, J=7.3Hz), 5.05(1H, s), 
5.62(1H, m), 6.53(1H, d, J=8.9Hz), 7.04(2H, d, J=8.3Hz), 7.33(1H, d, 
J=8.3Hz), 7.92QH, dd. J=2.6. 8.3Hz). 8.23QH, d, J=2.6Hz). 


9 6 


CF 3 


0.98(6H, s), 1.85-1.94(2H, m), 2.51-2.6 1(1H, m), 2.81(1H, dd, J=5.0, 
14.5Hz), 3.13(lH, d, J=2.0Hz), 3.59(2H, s), 3.65-3.92(3H, m), 4.98(1H, 
d, J=69z), 5.071H, s), 5.641H, m), €.55(H, d, J=9.2Hz), 7.31(2H, d, 
J==7.9Hz), 7.50(2H, d, J=8.3Hz), 7.92(1H, dd. J=2.6, 8.9Hz), 8.21<1H, 
d r J=2.3Hz). 
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## 


Z 


'H-NMRS: 


9 7 


Tx 0CF , 


(CDCla)^: L11(3H, s), 1.14(3H, s), 2.27-2.35(lH, ro), 2.46- 
2.59<1H, m), 2.84-2.96(lH, m), 3.20(1H, dd, J=5.6, 14.5Hz), 
3.30(1H, d, J=1.7Hz), 3.80<1H, dd, J=7.9, 14.5Hz), 3.91(1H, 
d, J=8.6Hz), 5.77(1H, brs), 5.89(lH, brs), 6.33<1H, brs), 
6.68<1H, d, J=8.3Hz), 7.21(1H, s), 7,24-7.28(4H, m), 7.75(1H, 
d, J=8.9Hz). 


9 8 




(DMSO-da) 6 : 0.99(3H, s), 1.01(3H, s), 2.12-2.27<2H, m), 
2.81-2.87(1H, m), 3.26-3.48(3H, m), 3.88(1H, d, J=8.2Hz), 
5.71<1H, brs), 6.96(1H, brs), 6.86(1H, d, J=8.6Hz), 7.22(1H, 
dd, J=1.7, 9.9Hz), 7.30(1H, s) f 7.63(2H, d, J=8.9Hz), 
7.78(2H, d, J=8.9Hz), 7.83(1H, s), 8.23-8.31(lH, m), 
11.20(1H, brs). 


9 9 


^^NHAc 


(CDCI3) 6 : 1.09(3H, s), 1.13(3H, s), 2.24-2.34(lH, m), 2.47- 
2,56(1H, m), 2.96(3H, s), 3.16(1H, dd, J=5.6, 14.5Hz), 
3.30(1H, d, J=L7Hz), 3.78(lH, dd, J=7.9, 14.5Hz), 3.89(1H, 
d, J=8.9Hz), 5.77(1H, brs), 5.87(1H, brs), 6.45'6.50(1H, m), 
6,67<1H, d, J=8.6Hz), 7.12-7.22(2H, m), 7.54-7,73(5H, m), 
8.0K1H, s). 


10 0 


I J 

N 


(DMSO-d«)6: 1.01(3H, s), 1.03(3H, s), 2.19-2.36(2H, m), 
2.79-2.89(lH, m), 3,30<1H, dd, J=6.6, 13.5Hz), 3.38(1H, d, 
J=1.7Hz), 3.49<1H, dd, J=6.3, 13.5Hz), 3.90(1H, d, J=8.3Hz), 
5.70<1H, d, J=5.3Hz), 5.99(2H, brs), 6.86<1H, d, J=8.6Hz), 
7.22(1H, dd, J=2.0, 8.6Hz), 7.30(1H, s), 7.47-7.52(lH, m), 
8.14-8. 18(1H, m), 8.53 8.58(1H, m), 8.69(1H, dd, J=1.7, 
4.6Hz). 8.97(1H. d. J=2.0Hz). 


10 1 




(CDCyfi: 1.09(3H, s), 1.14(3H, s), 2.26-2.37(lH, m), 2.47- 
2.56(1H, m), 2.61(3H, s), 2.84-2.94(lH, m), 3.22(1H, dd, 
J=5.6, 14,2Hz), 3.33(1H, d, J=2.0Hz), 3.79(1H, dd, J=7.3, 
14.2Hz), 3.91-4.02(1H, m), 4.57(1H, s), 5.75-5.79(lH, m), 
5.87-5.89(lH, m), 6.55-6.59<lH, m), 6.65(1H, d, J=8.9Hz). 
7.17-7.25(2H, m), 7.96(1H, dd, J=2.3, 7.9Hz), 8.44<1H, d, 
J=2.3Hz). 


10 2 




(CDCI3) 6 : 1.10(3H, s), 1.14(3H, s), 2.26-2.34<lH, m), 2.46- 
2.56<1H, m), 3.25(1H, dd, J=5.9, 14.2Hz), 3.31(1H, d, 
J=1.9Hz), 3.77(1H, dd, J=7.6, 14.2Hz), 3.90(1H, d, J=8.3Hz), 
5.78(1H, brs), 5.89(1H, brs), 6.48(1H, brs), 6.65(1H, d, 
J=8.9Hz), 7,18(1H, s), 7.21(1H, d, J=2.0Hz), 7.41(1H, d, 
J=8.3Hz), 8.02UH, dd, J=2.3, 8.3Hz). 8.70(1H. d. J=2.6Hz). 



[0 0 8 0] 



ffifiE# 2003-3059014 



#M 2002-179088 



i—i? : 42/ 



m2 2] 
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10 3 




(DMSO-de) 6 : 0.96(3H, s), 0.99(3H, s), 2.25-2.49(2H, m), 
2.73-2.89(lH, m), 3.20(1H, dd, J==6.3, 13.5Hz), 3.39-3.45(lH, 
m). 3.87<1H, d, J=7.3Hz), 5.69(1H, d, J=*5.3Hz), 5.95- 
6.00(2H, m), 6.33(1H, d, J=9.6Hz), 6.85(1H, d, J=8.3Hz), 
7.21QH, dd, J=1.7, 8.3Hz), 7.30(1H, s), 7.85(1H, dd, J=2.3, 
9:6Hz), 8.00(1H, d, J=2.3Hz), 8.07-8. 10(lH f m), 11.95(1H, 
brs). 


10 4 




(DMSO-de) 6 : 0.97(3H, s), 1.00(3H, s), 2.17-2.34<2H, m), 
2.73-2.89(lH, m), 3.18-3.29<2H, m), 3.37-3.44(lH, m), 3.39- 
3.47(3H, s), 3.86-3.89(lH, m), 5.69(1H, d, J=5.9Hz), 5.96- 
5.99<2H, m), 6.38(1H, d, J=9.6Hz), 6.85(1H, d, J=8.3Hz), 
7.21<1H, dd, J=1.7, 8.3Hz), 7.30(1H, s), 7.86(1H, dd, J=2.6, 
9.6Hz) f 8.05-8.09UH, m), 8.34(1H, d, J=2.6Hz). 


10 5 




(DMSO-de) 6 : 0.96<3H, s), 1.01(3H, s), 1.23(3H, t, J=6.9Hz), 
2.18-2.29<2H, m), 2.73-2.89<lH, m), 3.11-3.28(2H, m), 
3.44<1H, dd, J=6.3, 13.9Hz), 3.86-3.98(3H, m), 5.69(1H, d, 
J=5.3Hz), 5.97-6.00(2H, m), 6.34(lH f d, J=14.8Hz), 6.85(1H, 
d, J=8.3Hz), 7.22(1H, dd, J=2.0, 8.6Hz), 7.35(1H, s), 
7.85(1H, dd, J=2.6, 9.6Hz), 8.08(1H, brs), 8.33(1H, d, 
J=2.3Hz). 


10 6 


N O CF 3 


(CDClg) 6 : 1.08(3H, s), 1.12(3H, s), 2.28-2.34(lH, m), 2.46- 
2.55(1H, m), 2.84-2.94(lH, m), 3.20(1H, dd, J=6.3, 14.8Hz), 
3.48(1H, d, J=6.9Hz), 3.63(1H, dd, J=1.3, 13.2Hz), 3.90(1H, 
d, J=8.6Hz), 4.50(1H, brs), 4.53-4.67(2H, m), 5.77(1H, d, 
J=4.6Hz), 5.89(1H, d, J=4.6Hz), 6.32-6.37(lH, m), 6.57- 
6.64(2H, ni), 7.16-7.21(2H, m), 7.58(1H, dd, J=2.6, 9.9Hz), 
8.02(1H, d, J-2.6Hz). 


10 7 


Yl 

N O OMe 


(DMSO-dfi) 6 : 0.97(3H, s), 1.00<3H. s), 2.26-2.35(2H, m), 
2.76-2.83<lH, m), 3.18-3.26<1H, m), 3.29(3H, s), 3.44(1H, dd, 
J=6.3, 13.5Hz), 3.87(1H, d, J=6.6Hz), 5.27(2H, s), 5.69<1H, 
d, J=5.3Hz), 5.96-5.99(2H, m), 6.44<lH, dd, J=3.0, 9.6Hz), 
6.85(1H, d, J=8.6Hz), 7.21(1H, dd, J=2.0, 8.6Hz), 7.30(1H, 
s), 7.90(lH, dd, J=2.6, 9.6Hz), 8.17(1H, brs), 8.31(1H, d, 
J=2.3Hz). 


10 8 




(CDCls) 6 : 1.09(3H, s), 1.14(3H, s), 2.23(3H, s), 2.24- 
2.34(1H, m), 2.47-2.58(lH, m), 2.87-2.93(lH, m), 3.22<1H, 
dd, J=5.6, 14.2Hz), 3.31(1H, s), 3.77(1H, dd, J=9.9, 13.2Hz), 
3.90(1H, d, J=8.3Hz), 4.56(1H, brs), 5.78<1H, brs), 5.88(1H, 
brs), 6.48(1H, brs), 6.66(1H, d, J=8.6Hz), 7.18(1H, s), 
7.21(1H, s), 8.03(1H, dd, J=2.3, 8.9Hz), 8.25(1H, d, 
J=8.6Hz), 8.32(1H, brs), 8.65UH, d, J=2.0Hz). 


10 9 


Yx 


(CDCla) 5 : 1.10(3H, s), 1.15(3H, s), 2.26-2.35(lH, m), 2.47- 
2.60(1H, m), 2.65(3H, s), 2.84-2.94(lH, m), 3.25(1H, dd, 
J=5.9, 14.2Hz), 3.32(1H, d, J=1.7Hz), 3.75(1H, dd, J=7.9, 
14.2Hz), 3.90(1H, d, J=8.3Hz), 5.78(1H, brs), 5.90(1H, brs), 
6.64(1H, d, J=8.3Hz), 7.19-7.23<2H, m), 8.01(1H, brs), 
8.37(1H. d, J=1.0Hz). 9.2K1H. d. J=L3Hz). 
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110 


H 


(DMSO-d«) 6 : 0.97(3H, s). 0.99<3H, s), 2.18-2.34(2H, m), 
2.76-2.86(lH, m), 3.14(1H, dd, J=5.9. 13.5Hz), 3.48(1H, dd, 
J=6.3, 13.5Hz), 3.87(1H. d, J=7.6Hz). 5.69(1H, d, J=5.4Hz), 
5.96-5.99(2H, m), 6.06(1H, dd, J=2.6, 5.6Hz), 6.83-6.91(3H, 
m), 7.2K1H, dd, J=2.0, 8.6Hz), 7.30(1H. s), 7.83-7.93(lH, 
m). li:42(lH. brs). 


111 


•Me 
i 


(CDQs) 6 : 1.06(3H, s), 1.09(3H, s), 2.24-2.33(lH, m), 2.47- 
2.58(1H, m). 2.81-2.91(1H, m), 3.00(lH, dd, J=5.6, 14.5Hz), 
3 28(1H, d, J=2.0Hz), 3.77(3H, s), 3.85(1H, d, J-15.8riz), 
5.76(1H, d, J=4.6Hz). 5.86-5.88(lH, m), 6.04-6.09(lH, m), 
6.53(1H, dd, J=1.6, 4.0Hz), 6.65-6.71(2H. m), 7.16-7.20(2H, 
m\ 7.26(1H. sV 


112 


-0 


(CDCyS: 1.08(3H, s), 1.12(3H, s), 2.25-2.33(lH, m), 2.47- 
2.57(1H, m), 2.83-2.94(lH, m), 3.17(1H, dd, J=5.9, 14.2Hz). 
3 32(1H, d, J=2.0Hz), 3.72(1H, dd. J=7.9, 14.5Hz), 3.90(1H, 
d J=7.6Hz), 5.75-5.80(lH, m), 5.89-5.93(lH, m), 6.50(1H, 
dd J=1.7, 3.3Hz). 6.54(1H, brs), 6.64(1H, d, J=9.3Hz), 
7.09(1H, dd, J=0.7. 3.6Hz), 7.19-7.22(2H. m), 7.43(1H, dd, 
J=1.0. 1.7 Hz). —J 
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TX OCfs 


(CDCla) 6 : 1.10(3H, s), 1.14(3H, s), 1.94-2.03(2H, m), 2.64- 
2.67(1H, m), 3.10(1H, dd, J=5.6, 14.5Hz), 3.37(1H, d, 
J=2.0Hz), 3.70- 3.78(1H, m), 3.84-3.94(2H, m), 4.97(lH, brs), 
5.G5(1H, d f J=6.9Hz), 6.35<1H, brs), 6.66(1H, d, J=8.6Hz), 
7.26-7.29(3H, m>, 7.55UH, s), 7,75(2H, d, J=8.9Hz). 


114 


xx oa 


(CDCla) 8 : 1.08(3H, s), 1.13<3H, s), 1.42(3H, t, J=6.9Hz). 
1.93-2.03(2H, m), 2.62-2.65(lH, m), 3.03{1H, dd, J=5.3, 
14.5Hz), 3.36(1H, d, J=2.0Hz), 3.70-3.78(lH, m), 3.84- 
3.94(2H, m), 4.01(2H, q, J=6.9Hz), 5.04(1H, d, J=7.3Hz), 
5.13(1H, s), 6.21-6.26(1H, m), 6.67<lH, d, J=8.6Hz), 6.90(2H, 
d, J=8.9Hz). 7.27(1H, dd, J=2.0, 8.6Hz), 7.54(1H, d, 
J=2.0Hz), 7.66(2H, d, J=8.9Hz). 


115 




(CDCI3) 6 : 1.09(3H, s), 1.14(3H, s), 1.93-2.05<2H, m), 
2.02(3H, s), 2.63-2.66(lH, m), 3.05(lH, dd, J=5.6, 14.9Hz), 
3.37(1H, d, J=2.0Hz), 3.73-3.78(lH, m), 3.89(2H, dd, J=7.9, 
16.2Hz), 5.04(lH, d, J=6.4Hz), 5.07<1H, s), 6.32-6.35(lH, m), 
6.67 (1H, d, JM8.6Hz), 7.29(1H, d, J=2.0Hz), 7.38(lH, brs), 
7.55-7.59(3H. m), 7.67(2H, d, J=8.9Hz). 


116 




(CDCI3) 5 : 1.09(3H, s), 1.15(3H, s), 1.92-2.02(2H, m), 2.61- 
2.71(1H, m), 3.05UH, dd, J=6.6, 14.5Hz), 3.39(1H, d, 
J=1.7Hz), 3.71-3.94(3H, m), 4.88(1H, s), 5.07(lH f d, 
J=6.9Hz), 6.45(lH r d, J=4.0Hz),6.51(lH, brs), 6.64(1H, d, 
J==8.6Hz), 7.05(1H, d, J=4.0Hz), 7.28(1H, dd, J-2.0, 8.6Hz), 
7.56(1H, d, J=2.0Hz). 


117 




(CDClg) 5 : 1.09(3H, s), 1.14(3H, s), 1.93-2.03(2H, m), 2.60- 
2.69(1H, m), 3.07(1H, dd, J=5.6, 14.5Hz), 3.37(1H, d, 
J=2.0Hz), 3.40-3.93(3H, m), 4.36(lH, d, J=7.9Hz), 4.42(1H, 
d, J=7.9Hz), 5.05(1H, d, J=6.9Hz), 6.30(lH, m), 6.67(1H, d, 
J=8.6Hz), 6.97(1H, dd, J=2.3, 6.9Hz), 7.29(2H, d, J=2.0Hz), 
7.54QH. d, J=1.3Hz). 7.7 H2H. dd. J=2.0. 6.6Hz). 


118 




(DMSO-dfi) 6 : 0.99(3H, s), 1.02(3H, s), 1.68-1.76(1H, m), 
1.91-2.10(1H, m). 2.62-2.72(lH, m), 3.21-3.50(4H, m), 3.62- 
3.66(2H, m), 3.72 (2H, t, J=4.6Hz), 5.01<1H, t, J=7.3Hz), 
6.25(1H, brs), 6.85 (1H, d, J=8.6Hz), 6.98(2H, d, J=8.9Hz), 
7.31(lH, dd, J=2.0, 8.6Hz), 7.36(1H, d, J=2.0Hz), 7.81(2H, d, 
J=8.6Hz). 8.2K1H, brs). 



[0 0 8 3] 



ffiffiE# 2003-3 059014 



2002-179088 



t--5>: 45/ 



im2 5] 



1119 




(CDCyS: 1.09(3H, s), 1.13(3H, s), 1.93-2.05<2H, m), 2.10 
(1H, s), 2.60-2.70(lH, m), 3.50{1H, dd, J=5.3, 14.5Hz), 
3.37(1H, d, J= 2.0Hz) t 3.70-3.78(lH, m), 3.85-3.93(2H, m), 
4.20(2H, t, J=4.6Hz), 4.43<1H, t, J=7.3Hz), 5.05(lH, d, 
J=6.9Hz), 6.28-6.31(lH, m), 6.68(lH, d, J=8.6Hz), 6.93(2H, 
d, J=8.9Hz), 7.27(1H, dd, J=2.0, 8.6Hz), 7.54(1H, d, 
J=2.0Hz). 7.68(2H, d. J=8,6Hz). 


12 0 




(CDClg)*: 1.11(3H, s), 1.15(3H, s) t 1.93-2.04(2H, m), 2.62- 
2.72(1H, m), 3.18(1H, dd, J=5.6, 14.5Hz), 3.40(1H, d, 
J=2.0Hz), 3.70-3.94 (3H, m), 4.48(1H, brs), 5.06(1H, d, 
J=7.3Hz), 6.55-6.59(lH, m). 6.64(1H, d, J=8.6Hz), 7.24(1H, 
d, J=2.0Hz), 7.41(1H, d, J=8.4Hz), 7.52(1H, d, J=1.7Hz), 
8.04(1H, dd, J=2.6. 8.6Hz), 8.72(1H, d, J=2.3Hz). 


12 1 




(CDCyfi: 1.08(3H, s), 1.12(3H, s), 1.36(3H, t. J=6.6Hz), 
1.92-2.00(2H, m) t 2.63-2.66(lH, m), 3.05(1H, dd, J=5.3, 
14.5Hz), 3.33<1H, d, J=6.6Hz), 3.36<1H, s), 3.73-4.05(5H, m), 
5.05(1H, d, J=6.9Hz), 6.34-6.42(lH, m), 6.64(1H, d, 
J=8.3Hz), 7.25-7.28 (1H, m), 7.35-7.39<lH, m), 7,55-8.21(3H, 
m). 


12 2 




(CDC1J6 : 1.08(3H, s), 1.13(3H, s), I.91-1.98(2H, m), 2.63 
(1H, m), 3.10(1H, dd, J=5.6, 14.5Hz), 3.31-3.37(1H, m), 
3.73-4.05 (3H, m), 4.57-4.67(2H, m), 5.05(1H, d, J=6.9Hz), 
6.42-6.64(2H, m), 7.52(1H, s), 7.61(1H, dd, J-2.7, 9.9Hz), 
7.85-8.22(4H, m). 


12 3 


^C^NHAc 


(DMSO-dfi) 6 : 1.01(3H, s), 1.03(3H, s), 1.69-1.77(1H, m), 
1.92-1.95(lH, m), 2.11(3H, s), 2.56-2.63(lH, m), 3.25- 
3.40(1H, m), 3.44-3.49 (2H, m), 3.59-3.65(lH, m), 3.72- 
3.80(1H, m), 5.03(1H, d, J=7.3Hz), 6.27(1H, s), 6.86(1H, d, 
J=8.6Hz), 7.31(1H, dd, J=2.0, 8.6Hz), 7,37<1H, s), 8.12(1H, 
d, J=8.9Hz), 8.91(1H, dd, J=2.3, 8.9Hz), 8.42(1H, t, 

X ft ft \ ft nc/lTT J T ft ATt V 4ft IT/I/4TT X 

J=6.3Hz), 8.75(1H, d, J= 2.0Hz), 10.76(1H, s). 


12 4 




(DMSO-de) 5 : 1.47(6H, s), 2.01(3H, s), 3.20-3.28(2H, m), 
3.33(2H, m), 3.72-3.81(4H, m), 4.94(1H, d, J=5.3Hz), 
6.23(1H, d, J=3.6Hz), 7.07(1H, d, J=3.3Hz), 7.79-7.84(lH, 
m), 7.97(1H, dd, J=1.6, 8.6Hz), 8.15(1H, d, J=8.9Hz), 
8.35(1H, s), 8.55(1H, t, J= 1.7Hz), 11.08OH, s). 


12 5 




(CDCla)^: 1.11(3H, s), 1.16<3H, s), 1.93-2.05(2H, m), 2.60- 
2.67(4H, m), 3.14(1H, dd, J=5.6, 14.5Hz), 3.39(1H, s), 3.70- 
3.96(2H, m), 5.05(1H, d, J=7.3Hz), 6.65(1H, d, J=8.6Hz), 
7.28(1H, d, J=6.9Hz), 7.55(1H, s), 8.02(1H, brs), 8.37(1H, e), 
9.2K1H, s). 



[0 0 8 4] 



ffilE# 2003-3059014 



02 002-17 9 088 



^-v : 46/ 



[fft2 6] 

$14 



o 





Y 


Z 


l H-NMR 6 : 




H H 




(CDClg) 6 : 1.13(3H, d, J=7.3Hz), 1.80-2.00(4H, m), 2.58 
(1H, dq, J=3.3, 8.3Hz), 3.40-3.44(lH, m), 3.53-3.60<lH, 
m), 3.74-3.9 1(3H, m), 4.07(2H, q, J=7.3Hz), 4.94(lH, d, 
J=7.3Hz), 6.28(1H, t, J=6.3Hz), 6.64<1H, d, J=8.6Hz), 
6.91(2H, d, J=8.9Hz), 7.28 (1H, dd f J=2.0, 8.6Hz), 
7.56QH. d, J=2.0Hz). 7.7 K2H, d. J-8.9Hz). 


19 7 


H H 




(DMSO-de) 5 : L60-1.96(4H, m), 2.06(3H, s), 2.55-2.67 
<1H, m) f 3.42(2H, dd. J=6.6, 12.5Hz), 3.53-3.75(3H, m), 
4.95(1H, d, J=7.6Hz), 6.55(1H, s) t 6.67(1H, d, J=8.6Hz), 
7.31<lH, dd, J=2.0, 8.6Hz), 7.40(1H, d, J=2.0Hz), 7.64 
(2H, d, J=8.6Hz), 7.79(2H, d f J=8.6Hz), 8.44(1H, t, 
J=5.6Hz), 10.H1H, s). 


1 9 


V 

H Me 




(CDCI3) 6: 1.14(3H, d, J=6.9Hz), 1.43(3H, t, J^6.9Hz), 
1.85-1.95(3H, m), 2.66(1H, dq, J=3.0, 9.6Hz), 3.24(1H, dd, 
J=3.0, 9.6Hz), 3.32(1H, ddd f J=2.6, 5.3, 14.5Hz), 3.73- 
3.89(2H, m), 3.98(1H, ddd, J=4.6, 8.3, 14.5Hz), 4.07(2H, 
q, J=6.9Hz), 5.01(1H, d, J=7.6Hz), 6.36(1H, brs). 6.71(1H, 
d, J=8.6Hz), 6.91(2H, t, J=8.9Hz), 7.27(1H, dd, J=2.0, 
8.6Hz). 7.54(1H. d. J=2.0Hz\ 7.70(2H, d. J=8.9Hz). 


12 9 


V 

H Me 




(DMSO-de) 5 : 0.99(3H, d, J=6.6Hz), 1.71(1H, q, J= 
10.6Hz), 1.84. 1.9 1(2H, m), 2.60-2.66(lH, m), 3.39-3.48 
(3H, m), 3.51-3.64(1H, m), 3.74{1H, q, J=8.2Hz), 4.99(1H, 
d; J=7.3Hz), 6.50(lH, s), 6.75 <1H, d, J=8.6Hz), 7.32(1H, 
dd, J=1.7, 8.9Hz), 7.39(1H, s), 7.64(2R d, J=8.9Hz), 
7.8K2H, d, J=8.9Hz). 8.44QH. t. J=5.6Hz), 10.K1H. s). 


13 0 


H Me 


N 


(CDCI3) 6 : 1.17(3H, d, J=6.9Hz), 1.86-2.05(3H, m), 2.68 
<1H, q, J= 5.9Hz), 3.27(1H, dd, J=3.0, 9.9Hz), 3.42(lH, 
ddd, J=2.6, 5.3. 14.8Hz), 3.73-4.00(3H, m), 5.02 (1H, d, 
J=7.6Hz), 5.83(1H, s), 6.69(2H, d, J=8.3Hz), 6.76(1H, 
brs), 7.28(1H, dd, J=2.0, 8.6Hz), 7.39-7.43(2H, m), 7.55 
<1H, d, J=2.0Hz). 8.13(1H. d. J= 8.3Hz). 


13 1 


H Me 


^ 0E , 


(CDCI3) S : 1.14(3H, d, J=6.9Hz), 1.38(3H, t, J=7.3Hz), 
1.84-2.00(3H, m), 2.65(1H, q, J=9.9Hz), 3.23(1H, dd, 
J=2.6, 10.2Hz), 3.31-3.36(1H, m), 3.72-3.96(4H, m), 
4.03(2H, q, J=6.9Hz), 5.01 (1H. d, J=7.3Hz), 5.91(1H, s), 
6.41(1H, brs), 6.52QH, d, J=9.6Hz), 6.67(1H, d, J=8.3Hz), 
7.28(1H, dd, J=2.0, 8.3Hz), 7.55(1H, s), 7.56(1H, dd, 
J=2.6, 8.3Hz>. 8.13C1H. d. J= 2.6Hz). 



[0 0 8 5] 



mtiE# 2003-3059014 



^ mm 2002-179088 ^ ^- v : 47/ 

9 y fARI^if : llillftOSiteSD? y h «r»m«tti^ 3B g fctfrajfc 
7R^ L£ET3fM (10mM Tris.lmM EDTA, 5mM DTT, lOmM -=6'; fT^Wrir 
h'J^A, pH7.4) 4»K®JRL;teo tWd^fcAHDU ET&«ifc£2nix.. 
-f-^-^fflv^T^^v^-^XLfvio IO^y^- h &100,OOOX g> 6053% 4*C 
T^^L^It^Jiyt^^ v > ARM mTARFtv^) tL£ 0 
[0 0 8 6] 

m&&Mk : 3 H-r- * h X t- n > ( JilT 3 H-T 4: ) £ETMMt?#fKP§£ L , 
ybFofXfXfn> (DHT) 1±3h-T (2.5nM) <7)Si^fltJg<7)400f§?jtjg (HI?- 
iSl^M) t & Z> £ 7 i:!IL/: 0 3 H -TfaM£, DHT^tHK i 

mm ntimt&to & & l tz 1 . 5mi *. - r Kin *. . $ K200 ^ g a r f & an *. 

T70-l.0%S14^vM300// l^SnxT, **«&fcl5#W'f b L 

T*^o3h_T^BR»|^*L^o 4t\ 2,500rpm. 555*ra«'tafr«M&, ^<7>_ttt27 
5^ 1 ^ > f V - y a 7^ i) . * »J T y>2mlfcinx.«fli, &B 

[0 0 8 7] 

ic 50 ) **mt/So 

[0 0 8 8] 

«5 ( % ) = 100 X [1- (a-c) / (b-c) ] 

b : ^wft&mmmn^^-f^toi&Mm®. (3h-t<7)<^ : m&&*) 

c : DHT8§Sn-9->^K^ifcSt®tt (3H-T+DHT I 
■ffitt&im&mM^ (RBA:Relative Binding Affinity) li^T^i *)$:tbtz 
(Endocrinology 138, 863-870, 1997) 0 ' 
[0 0 8 9] 

RBA=100X (AO'D*y7H^ K<7)IC5o) / (^S^fc^^ICso) 
JtfBJ: *)**/i*»W'fk'6 , *«>RBA«:tftl 5i:^t 0 



miE# 2003-3059014 



2002-179088 



^-v: 48/ 



[0 0 9 0] 
[*2 7] 



^1 5 





RBA 




1076 


SUM 1 2 


94 


mmm 2 0 


161 


^JE^J 2 6 


1005 


mmm 5 2 


162 


m«i 6 e 


344 


mmm 7 6 


503 


mmm 7 9 


210 


Hlfc^l 113 


58 


mmm 1 1 4 


55 


^life^J 115 


389 




100 



[0 0 9 1] 

^>f Kn%v7;V^5 K <pj|§^|fi#^£ 100 LfcRB A 

[K»M2] fflm^ffi (orx) ? ? > -eotirfflBu cnwiowifW 

12ilt»itSD9 >y h Srfflmffiffi^ 1B± *m»U 1 «Mfc^ (3, 10. 30mgAg 
) SSZXFDHT (0.1, K 10 mg/kg) £ 1 0 1 MM 5 B *C 4 SII?S&^J&Ti3:# t 
fee ^IWfc^iffDHTiiy^f Ki:»m 
1 0flMWLT..*«O#«*Piltl«K:fflv^. ORX*MR#fc«i, ^ 

fc, ISl1IJ^mi3J:OTP^^^SfiO»iJ5ti:^^KI##^^DEXA^ ( 

1 6 stmi 1 ~ 3 Km-to 
[0 0 9 2] 



tblE# 2003-3059014 



mm. 2002-179088 



^- 3 J : 49/ 



im2 8] 

m 6~ 













(mg/100g {tit) 


(mg/cm 2 ) 


(mg/100g 




103±23 


122±4 


61±9 


ORX atflRSP 


8±1 


114±5 


35±4 


ORX+HJ&tfH 1 3mg/kg 


41 ±8~ 


116±6 


56±7~ 


ORX+HJSM 1 lOmg/kg 


61 ±1(T 


119±3 


65 ±6** 


ORX+Sefi« 1 30mg/kg 


82±10~ 


122±1" 


71 ±4" 


ORX+DHT 0. lmg/kg 


38 ±7** 


114±6 


39±9 


ORX+DHT lmg/kg 


I00±9" 


115±4 


58 ±5- 


ORX+DHT lOmg/kg 


166±26" 


122 ±3** 


78 ±6** 



spiSflKMean) ±SD "p<0. 05, ~p<0. 01 on Dunnett's i-test 



[0 0 9 3] 

mmm 1 (DikttitmmtttQKjttM&SLZWtmzit* 30mg/kg-tM&#« 

[0 0 9 4] 

12ja*fcHiSD? y h *»m*ffi^ IBi!) 12,65 <7>4t&® (3Qmg/k 

g) j3 «£ X/D H T (0.1, 1, 10 mgAg) £ 1 B 1 MM 5 0 1? 4 aMMfcfcTtW 
L o HiSWb'g-tJfc i^DHT *± v ^ ;v x ;v * ^ v K * D - ^fa 
T-l O^fttt, *iMEO»S|[«:1W«LWR^fflv^o ORX*MR»fctt, S> 



ffiiE# 2003-3059014 



fjfgg 2 002- 1 79088 



^-v: 50/ 



in vivoT*<7>^*£HMffiL£:o 
f|*fr& 1 7 RtfEl 4 - 6 H^-To 
[0 0 9 5] 
[^2 9] 



*i 7 













(mg/100g&lt> 


(rag/cm 8 ) 


(mg/100g #16) 




104 ±14 


121±4 


61±4 


orx 


9±1 


114±5 


37±4 


ORX+H8S09 12 30mg/kg 


36±6~ 


122±5* 


54±5" 


0RX+£IJS#J65 30mg/kg 


69 ±10** 


120 ±5* 


67±6~ 


0RX+DHT O.lmg/kg 


34±11~ 


114±6 


37±6 


0RX+DHT lmg/kg 


81 ±15** 


115±4 


47 ±3** 


0RX+DHT lOmgAg 


146±16" 


122 ±3* 


80±5~ 



Mean±SD *p<0.05, "p<0. 01 on Dunnett's t-test 
[0 0 9 6] 

[0 0 9 7] 

HflJJJI 

[0 0 9 8] 



ffigE^ 2003-3059014 



2002-179088 



51/ 



[|ft*«4] fim^tB (ORX) 7 7K«E Entffifeil^tt* 

lzatMtsD? ? b i&b & *)mnm us, 114 oft** (so 

mg/kg) £ iCDHT (lOmg/kg) ^101iI5Bt4 aiM«&T»# Lfco 
■«IWfc^J:O f DHTtt^>W^ , -'^#«HI> *y-7«rCl 0 

mil ma** * cwn:n*»^M»«>i«e *rtttt##**«> dexas (-i 

^;V^-XWDtf£) Hi*»3fe*ffv^ *ML«1 13,11 4 0flS**Oin 

ISmfc^ 1 8 RlfH 7-9 H^-To 
[0 0 9 9] 
[^3 0] 



*l 8 













Ong/lOOgttft) 


(mg/cm 2 ) 


(mg/lOOgfrfi) 




144±27 


152±9 


68 ±7 


ORX ftftfttt 


14±4 


139±7 


37±5 


ORX+^ifetfJ 113 30mg/kg 


59±16** 


148±3* 


65 ±6** 


114 30mg/kg 


86 ±17** 


150 ±8** 


66+11" 


0RX+DHT lOmg/kg 


199 ±27** 


148±5* 


89 ±7 



Mean±SD 



[0 10 0] 



tBfjE# 2003-3059014 



mm 2002-179088 a ^- v I 52/ 

i , m^mmmt^mnrnM^m 6 o o £<, 

■ [0 10 1] 

Cl*L<bOjg*^t>ll*fe«l 1 3 $5 i 0^1 1 4?Mfc£-^t*, ^r3tJI^^LT{±5c 

mmm5] fflm^m (orx) hr^^p^ict^uaim^ kf^^ 
i zmmm^sD^vy f^itittiu ssionjfiwiojk'fr* doo 

mg/10ml/kg) tlHl ®i§ 5 B t?4 flM>ttt&n&5- L£ 0 

fcNRfc LTyn tf^->^x^. h^fn> (TP) (lOmg/kg) £ 1 0 1 IH 

t LTJSiS U TP liv^ VlzmMfe, * U -r»t? l OA?*** 

0tt*WLfcfcO*W*K:fflvvfco ttrntttH-*-^ MJft#*LTH 

m*o?i.ijs t^^ittfs^ dexas (-m^^ - xmmw&) k z & 

Hifef'J 1 <7)it^<D in v i v o-C^jH&ffHffib/io 
1 9 210*121 10-12 \Z7fi-?o 
[0 10 2] 



ffilE# 2003-3059014 



^ mm 2002-179088 ^ : 53/ 

Eft 3 1] 



^1 9 





W&MM ■ 








(mg/lOOg #2) 


(mg/cra 2 ) 


(mg/lOOg #m 




151 ±74 


134±5 


81±8 




17±3 


126±5 


51±5 


ORX+nifcM 1 (P0) lOOmg/kg 


117±23~ 


135±6* 


87 ±5** 


0RX+TP(sc) lOmg/kg 


204 ±29" 


135 ±8** 


88 ±9" 



Mean±SD *p<0.05. ~p<0. 01 on Dunnett's t-test. 



[0 10 3] 

^-tz y h o m&^mmm^mmmnm 1 5 % £^ t £ <*> t 

, t p iite^smsEoft 12 5%* xmtu $ 

[0 10 4] 
[0 10 5] 

immum<, ^mttzitrnm^mmtLxmrn^nx^^K mmMtvx 
mmztL&m&. ^m^m^tizxnBM^n^^^z-rtznb, nnwivit 

[0 1 0 6] 

[§£»J 1 ] 

TIB<7)^ £ t tztfv X, 1 it& *) 2 m g £ & £1W» t 



t±iIE# 2003-3059014 



#0 2002-179088 4fc : 54/ 



[0 10 7] 

HWJl^fc^tJ 2mg 

» 4 8 m g 

lift 3 0 m g 

^H-b^n-X 1 5mg 

;v-t;vn-x 3mg 

Xr7'J>l"7^r>^ 2mg 

1 0 0 m g 

[»J$12] *y-t;^J 

TfS^^^t^oT, l$£&^W£«^2mg£^1-& 1 0 0m g?> 

[0 10 8] 

1 (Dit^y® 2 m g 

3 8mg 

?LH 5 0 m g 

^ B H H «b;Va-X 8mg 

XfT'J ^Bfcv^* v^A 2mg 

£J£ 1 0 0 m g 
[0 10 9] 
[HUH 



ffliE#2 003-3059014 



2002-179088 ^ ^-"^ : 
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